CLAIM AMENDMENTS 

1 . (Currently Amended) A method of treating or preventing 
demyelination in a subject, comprising the step of administering to a subject in need 
of such treatment an effective amount of at least one sterol absorption inhibitor or a 
pharmaceutical^ acceptable salt or solvate thereo f, wherein the at least one sterol 
absorption inhibitor is selected from the group consisting of sterol absorption 
inhibitors represented by the following Formulae: 

(a) Formula (I): 

R R 2 
Ar 1 -X m -(C) q -Y n -(C) r Zp 

R 1 R 



or a pharmaceuticals acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 

4 

R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH9-. -CHdower alkvl)- and -C(dilower alkvl)-; 

2 6 

R and R are independently selected from the group consisting of -OR , 
-Q(CO)R 6 . -Q(CO)OR 9 and -Q(CO)NR 6 R 7 ; 

1 3 

R and R are independently selected from the group consisting of hydrogen, 
lower alkvl and aryl; 
g is 0 or 1; 
r is 0 or 1 ; 



Ar J 



■N 



Ar 2 
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m. n and p are independently selected from 0. 1 . 2. 3 or 4: provided that at 
least one of a and r is 1 . and the sum of m. n. p. q and r is 1 . 2. 3. 4. 5 or 6: and 
provided that when p is 0 and r is 1 , the sum of m. q and n is 1 . 2, 3. 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkvl. -OR 6 . -Q(CO)R 6 -Q(CO)OR 9 . -CXCH oV ^OR 6 . -Q(CO)NR 6 R 7 . 
-NR 6 R 7 . -NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SQ9R 9 . -COOR 6 . 
-CONR 6 R 7 . -COR 6 . -SO g NR 6 R 7 . SfO^R 9 , -OrCH o ^-COQR 6 , 

-Q(CH g ). ! _ L oCONR 6 R 7 . -dower alkvlene)COOR 6 . -CH=CH-COOR 6 . -CF r -CN. 
-NO g and halogen; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 -Q(CH g Yg OR 6 . -Q(CO)NR 6 R 7 . -NR 6 R ? . 
-NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SO g R 9 . -COOR 6 . -CONR 6 R ? . 
-COR 6 . -SO o NR 6 R 7 . S(Q)q , R 9 . -OrChU y ^-COOR 6 -OfCH^CONRV. 
-dower alkvlene)COOR 6 and -CH=CH-COOR 6 : 

6 7 8 

R . R and R are independently selected from the group consisting of 
hydrogen, lower alkvl. arvl and arvl-substituted lower alkvl: and 

9 

R is lower alkvl. arvl or arvl-substituted lower alkvl; 



(b) Formula (III): 



R 1 



Ar 1 -A-Yq-C-Z pv Ar 3 

2 



R 

A N 



Ar 2 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (III) above: 

1 3 

Ar is R -substituted arvl; 

2 4 

Ar is R -substituted arvl; 
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Ar 3 is R 5 -substituted aryl; 

Y and Z are independently selected from the group consisting of -CHo-, 
-CHdower alkvl)- and -Cfdilower alkvl)-: 

A is selected from -Q-, -S-, -S(O)- or -S(Q) 2 -; 

R 1 is selected from the group consisting of -OR 6 , -Q(CO)R 6 , -Q(CO)OR 9 and 

6 7 2 

-Q(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkvl and 

arvl: or R 1 and R 2 together are =Q: 
q is 1 . 2 or 3; 
p is 0. 1. 2. 3 or 4; 

5 

R is 1-3 substituents independently selected from the group consisting of 
-OR 6 . -Q(CO)R 6 . -OrCO)OR 9 . -OrChU - ^OR 9 . -Q(CO)NR 6 R 7 . -NR 6 R 7 . -NR 6 (CO)R 7 . 
-NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 , -NR 6 SQ 2 -lower alkvl, -NR 6 SQ 2 -arvl. -CONR 6 R 7 . - 
COR 6 . -SCvNrV. S(Oy-alkvl. SfCy-arvl. -OfCH .y ^-COOR 6 -CKChU ^ 

6 7 

1 0 CONR R , o-halogeno, m-halogeno, o-lower alkvl. m-lower alkvl, -dower alkvlene)- 

COOR 6 , and 

-CH=CH-COOR 6 : 

3 4 

R and R are independently 1-3 substituents independently selected from the 

5 

group consisting of R , hydrogen, p-lower alkvl, arvl. -NO o , -CF3 and p-halogeno; 

6 7 8 

R . R and R are independently selected from the group consisting of 

hydrogen, lower alkvl, arvl and aryl-substituted lower alkvl; and 

g 

R is lower alkvl. arvl or arvl-substituted lower alkvl; 



(c) Formula (IV): 



>19 



Ar 1 -R 1 -Q. 



JOY) 
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or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (IV) above: 

2 2 

A is selected from the group consisting of R -substituted heterocycloalkyl, R - 

2 2 

substituted heteroarvl, R -substituted benzofused heterocycloalkyl , and R - 
substituted benzofused heteroarvl; 

1 3 

Ar is arvl or R -substituted aryl; 

Ar 2 is arvl or R 4 -substituted aryl; 
Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

"Rf— (R 6 )a 
/ R 7J | 

spiro group v ;b ; and 

R is selected from the group consisting of: 

-(CH 2 ) g -, wherein g is 2-6. provided that when Q forms a spiro ring, g 

can also be zero or 1 ; 

-(CH 2 ) £ -G-(CI-U ) r -. wherein G is -Q-, -C(OK phenvlene, -NR 8 - or 

-S(Q)qo-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6: 

-(C 2 -C 6 alkenvlene)-: and 

-(CH 2 ) r V-(CH 2 ) g -, wherein V is C 3 -C 6 cvcloalkylene, f is 1-5 and g is 0- 

5, provided that the sum of f and g is 1-6: 

5 

R is selected from: 

II II I I I 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 9 )-,-N-, or- + NO" ; 

6 7 

R and R are independently selected from the group consisting of 
-CI-U-, -CHfCy C g alkvl)-, -C(di-(C r C g ) alkvl). -CH=CH- and 

5 6 5 

-CfC^Cg alkvl)=CH-: or R together with an adjacent R , or R together with an 

adjacent R 7 , form a -CH=CH- or a -CH=C(C 1 -C g alkvl)- group: 

a and b are independently 0, 1 . 2 or 3. provided both are not zero: provided 
that when R 6 is -CH=CH- or -C(C r C 6 alkvl)=CH-, a is 1 : provided that when R 7 is 
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-CH=CH- or -CfC^ -C g alkvl)=CH-. b is 1 ; provided that when a is 2 or 3, the R 's can 

be the same or different: and provided that when b is 2 or 3, the R 7, s can be the 
same or different; 

and when Q is a bond, R 1 also can be selected from: 

Rio R 12 R 10 R 10 

-M-Yd-C-Zh-, -X m -(C) s -Y n -(C) t -Z p » or -x r (C) v -Y k -S(O) 0 . 2 -; 

R 11 R 13 r11 R^ 

where M is -Q-, -S-, -S(O)- or -S(Q) 2 -; 

X, Y and Z are independently selected from the group consisting of 
-CH r . -CH(C r C g alkvIV and -C(di-(C r C g ) alkvl): 

10 12 

R and R are independently selected from the group consisting of 
-OR 14 , -Q(CO)R 14 . -Q(CO)OR 16 and -Q(CO)NR 14 R 15 : 

11 13 

R and R are independently selected from the group consisting of 

10 11 12 13 

hydrogen. (C 1 -C g )alkyl and aryl: or R and R together are =Q, or R and R 
together are =Q; 

d is 1, 2 or 3: 

h is 0, 1. 2. 3 or 4: 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4: provided that at 
least one of s and t is 1 , and the sum of m, n, p. s and t is 1-6: provided that when p 
is 0 and t is 1 . the sum of m, s and n is 1 -5: and provided that when p is 0 and s is 1 , 
the sum of m, t and n is 1-5: 

v is 0 or 1 : 

i and k are independently 1-5, provided that the sum of i. k and v is 1-5: 

2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C ^C ^alkvl, (C o-C ^alkenvl. (C o-C ^al kynvL 

17 17 

(Cg-C gtovcloalkvl, (Cg-CgtovcloalkenvL R -substituted aryl, R -substituted benzyl, 

17 17 14 15 

R -substituted benzvloxv, R -substituted aryloxv, halogeno, -NR R , 
NR 14 R 15 (C r C fl alkvleneV. NR 14 R 15 C(Q)(C r C e alkvleneK-NHC(Q)R 16 . 
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OH, Cy C g alkoxv. -OC(Q)R 16 . -COR 14 . hvdroxvfC^ Cg telkvl, (^ -C ^alkoxvfC^ 



substituent on a heterocvcloalkvl ring, R is as defined, or is =Q or Q [ 

2 

and, where R is a substituent on a substitutable ring nitrogen, it is hydrogen, 
(C r C 6 )alkvl, arvl, (C j-C gtelkoxv. arvloxv, (C^Cgtelkvlcarbonvl. arvlcarbonvl. hydroxy. 



substituents independently selected from the group consisting of (C 1 -C g )alkyl t 
-OR 14 , -Q(CO)R 14 . -Q(CO)OR 16 , -OfCH o ^OR 14 , -Q(CO)NR 14 R 15 . -NR U R 15 , 
-NR 14 (CO)R 15 , -NR 14 (CO)OR 16 , -NR 14 (CO)NR 15 R 19 . -NR U SQ9R 16 . -COOR 14 . 

14 15 14 14 15 16 14 

-CQNR R .-COR . -SO9NR R . S(Q)p . R . -OfCH .y ^-COOR , 

-Q(CH 2 ) :U oCONR 14 R 15 . -(C -i-C g alkvleneVCOOR 14 . -CH=CH-COOR 14 . -CF 3 . -CN. - 
NO o and halogen; 

R 8 is hydrogen. (C .,-C g)alkvl. arvl (C .,-C g)alkvl. -C(Q)R 14 or -COOR 14 ; 

9 17 

R and R are independently 1-3 groups independently selected from the 
group consisting of hydrogen. (C ., -Cg)alkvl. (C -j -Cg)al koxv. -COOH. NO o. 

-NR 14 R 15 . OH and halogeno: 

14 15 

R and R are independently selected from the group consisting of 
hydrogen, (C 1 -C g )alkvl. arvl and aryl-substituted (C i -Cgtelkyl; 

16 17 

R is (C 1 ^C fi )alkvL arvl or R -substituted arvl; 

18 

R is hydrogen or (C^Cgtelkvl; and 

19 

R is hydrogen, hydroxy or (C 1 -C g)alkoxv: 
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■(CH ^CONR^R 18 , 




wherein J is -Q-, -NH-, -NR 18 - or -CKU -; 

3 4 

R and R are independently selected from the group consisting of 1-3 



(d) Formula (V): 

R 
l 



ArV JC) q ^ S(0) r - Ar * 



A m I 1 ' n 
R 



<r~V m 



or a pharmaceuticallv acceptable salt thereof or a solvate thereof, wherein, in 

Formula (V) above: 

1 10 

Ar is arvl, R -substituted arvl or heteroaryl; 

2 4 

Ar is arvl or R -substituted arvl; 

3 5 

Ar is arvl or R -substituted arvl; 

X and Y are independently selected from the group consisting of -CH o-, 
-CHflower alkvl)- and -C(dilower alkvl)-; 

R is -OR 6 . -Q(CO)R 6 -Q(CO)OR 9 or -Q(CO)NR 6 R 7 ; R 1 is hydrogen, lower 

1 

alkvl or arvl; or R and R together are =Q; 
g is 0 or 1; 
risO, 1 or 2; 

m and n are independently 0. 1 . 2. 3, 4 or 5; provided that the sum of m, n 
and g is 1. 2. 3. 4 or 5: 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkvl. -OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 . -OfCH^OR 6 . -Q(CO)NR 6 R 7 , 
-NR 6 R 7 . -NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SQ9R 9 . -COOR 6 . 
-CONR 6 R 7 . -COR 6 . -SO o NR 6 R 7 . S(Q)q o R 9 . -OrCH o ^-COOR 6 . 
-OfCH oV ^CONRV, -dower alkvlene)COOR 6 and -CH=CH-COOR 6 : 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 -OfCH^OR 6 . -Q(CO)NR 6 R 7 . -NR 6 R 7 . -NR 6 (CO)R 7 . 
-NR 6 fCO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SQ 2 R 9 . -COOR 6 . -CONR 6 R 7 . -COR 6 . - 
SO o NR 6 R 7 . S(Q) qo R 9 . -OfCH . ^-COOR 6 . -OfCH oV ^CONRV. -CF3. -CN. -NO ,. 
halogen. 
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6 6 

-flower alkvlene)COOR and -CH=CH-COOR ; 

6 7 8, 

R . R and R are independently selected from the group consisting of 
hydrogen, lower alkvl. aryl and arvl-substituted lower alkvl; 

9 

R is lower alkvl, aryl or arvl-substituted lower alkvl: and 
R 1 ° is 1-5 substituents independently selected from the group consisting of 
lower alkvl. -OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 . -OrCH o ^OR 6 . -Q(CO)NR 6 R 7 . 

-nr 6 r 7 . -nr 6 (co)r 7 . -nr 6 (co)or 9 . -nr 6 (co)nr 7 r 8 . -nr 6 so 2 r 9 . -coor 6 . 

-CONR 6 R 7 . -COR 6 . -SO,NR 6 R 7 . -S(Q)q , R 9 . -O^FU^-COOR 6 . 
-Q(CH g ) :l _ m CONR 6 R 7 . -CF 3 . -CN. -NO ; and halogen: 



(e) Formula (VI): 



R 4 

X R-(R 2 )v A / R20 
(R 3 )u- 



° R2i (vn 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein: 
RlJs 

-CH-, -Cflower alkyl)-, -CF-, -C(OH)-, -C(C 6 H 5 )-, -C(C 6 H 4 -R 15 )-, 
- N- or - N O" : 



R? and R a are independently selected from the group consisting of: 
-CH?-. -CHflower alkvl)-. -C(di-lower alkvl)-. -CH=CH- and -Cflower alkvl)=CH-: or 
R± together with an adjacent R?. or Ri^ together with an adjacent R a . form a 
-CH=CH- or a -CH=C(lower alkvl)- group: 

u and v are independently 0. 1 . 2 or 3. provided both are not zero: provided 
that when R? is -CH=CH- or -Cflower alkvl)=CH-. v is 1 : provided that when R a is 
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-CH=CH- or -Cflower alkvl)=CH-. u is 1 : provided that when v is 2 or 3. the R 9 's can 
be the same or different; and provided that when u is 2 or 3. the R r Vs can be the 
same or different; 

Rd is selected from B-(CH9 )m C(Q)-. wherein m is 0. 1 . 2. 3. 4 or 5; 
B-fCHg V] -. wherein q is 0. 1 . 2. 3. 4. 5 or 6; 

B-(CH 9 WZ-(CH9 ) r-, wherein Z is -Q-. -C(O)-, phenvlene. -N(R ft )- or-S(Q) n_9 -, e is 

0. 1 , 2. 3, 4 or 5 and r is 0. 1 . 2. 3, 4 or 5, provided that the sum of e and r is 0, 1 , 2, 
3. 4, 5 or 6; 

B-(C ?-Cr alkenylene)-; 
B-(C 4-Cg alkadienvlene)-; 

B-(CH9 ) t-Z-(C9-C fi alkenylene)-, wherein Z is as defined above, and wherein t is 0, 

1 , 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenylene chain is 2. 3, 4. 5 or 6; 

B-(CH 9) fA/-(CH9 )g -, wherein V is C rv-Cg cvcloalkvlene. f is 1 , 2, 3, 4 or 5 and q is 0, 

1 , 2, 3, 4 or 5, provided that the sum of f and g is 1 , 2, 3. 4, 5 or 6; 
B-(CH9 ) t-V-(C9 -Cfi alkenylene)- or 

B-(Cg-C fi alkenvlene)-V-(CH9 ) t-, wherein V and t are as defined above, provided 
that the sum oft and the number of carbon atoms in the alkenylene chain is 2, 3, 4 t 5 
or 6; 

B-(CH9)«-Z-(CH9)h-V-(CH9)rK wherein Z and V are as defined above and a, b and 
d are independently 0. 1 , 2, 3. 4. 5 or 6. provided that the sum of a. b and d is 0, 1 . 2, 
3 t 4, 5 or 6; or T-(CH9 )s -. wherein T is cvcloalkvl of 3-6 carbon atoms and s is 0, 1 , 

2, 3, 4. 5 or 6; or 

l 

Rl^ and R4 together form the group B-CH=C- ; 

B is selected from indanvl, indenyl, naphthvl. tetrahvdronaphthvl. heteroarvl or 
W-substituted heteroarvl. wherein heteroaryl is selected from the group consisting of 
pyrrolvl. pyridinvl. pyrimidinvl. pyrazinvl. triazinvl. imidazolvl. thiazolvl, pyrazolvl. 
thienvl. oxazolvl and furanvl. and for nitrogen-containing heteroarvls. the N-oxides 
thereof, or 
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W is 1 to 3 substituents independently selected from the group consisting of 
lower alkvl, hydroxy lower alkvl. lower alkoxv, alkoxvalkvl. alkoxvalkoxv, 
alkoxvcarbonvlalkoxv. (lower alkoxvimino)-lower alkvl, lower alkanediovl. lower alkvl 
lower alkanediovl. allvloxv. -CF s , -OCF 3 . benzyl, R 7 -benzvl. benzvloxv, 
R7 -benzvloxv, phenoxv. R 7 -phenoxv, dioxolanvl. NQ9.-N(R r )(R q ). N(R ft)(RQ)-lower 
alkvlene-. N(R ft )(R q )-lower alkvlenvloxv-. OH, halogeno, -CN, -N s . -NHC(Q)OR in. 
-NHC(Q)R in. Rn O9 SNH-. (R ij09 S)9N-. -S(Q) 9 NH9. -S(Q) n-9Rft . tert- 
butvldimethvl-silvloxvmethvl. -C(Q)Rj2. -COOR iq , -CON(R a )(R Q), - 
CH=CHC(Q)R i9 . -lower alkvlene-C(Q)R i9, Rin C(Q)(lower alkvlenvloxv)-. 



carbon atoms, 

and the substituents on the substituted heteroarvl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkvl, lower alkoxv, -C(Q)OR ijq, 
-C(Q)R in . OH, N(R ft )(R Q )-loweralkvlene-,N(Rg)(R Q )-lower alkvlenvloxv-, - 
S(Q) 9 NH 9 and 2-(trimethvlsilvl)-ethoxvmethvl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkvl, lower alkoxv, -COOH. NO9. -N(R ft )(R Q ). OH, and halogeno; 

Rr and R q are independently selected from H or lower alkvl; 

Rin is selected from lower alkvl, phenyl, R 7 -phenvl, benzyl or R 7 -benzvl: 

Rij ^ is selected from OH, lower alkvl, phenyl, benzyl, R 7 -phenvl or R 7 -benzvl; 

R19 is selected from H. OH, alkoxv, phenoxv, benzvloxy, 



N(R ft )(R Q )C(Q)(lower alkvlenvloxv)- and 




for substitution on ring 




. -N(R r KR q ), lower alkvl, phenyl or R 7 -phenvl; 



R13 is selected from -Q-, -CH9-, -NH-. -Nflower alkvl)- or -NC(Q)R iq; 
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B15^ B16 and R 17 are independently selected from the group consisting of H 
and the groups defined for W; or R i_fi is hydrogen and R^ r and R 17 , together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R 19 is H. lower alkvl, phenyl or phenyl lower alkvl; and 

R 2Q and R9 1 are independently selected from the group consisting of phenyl, 
W-substituted phenyl, naphthvl. W-substituted naphthvl. indanvl. indenvl. 
tetrahvdronaphthvL benzodioxolvl. heteroarvl. W-substituted heteroarvl. benzofused 
heteroarvl. W-substituted benzofused heteroaryl and cvclopropvl. wherein heteroaryl 
is as defined above; 



Formula (VI IA) or (VI IB): 



or 



B' — D 




B 



r 


A 


; 


■ N 



R4 



or a pharmaceutical^ acceptable salt or solvate thereof, 
wherein: 

A is -CH=CH-. -C=C- or -(CH? )r v- wherein p is 0. 1 or 2: 
B is 



(VI I A) 



(VHB) 
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B' is 




D is -(CH9 )m C(OV or -(CH ?)^ - wherein m is 1 , 2. 3 or 4 and a is 2. 3 or 4; 

E is Ciq to C20 alkvl or -C(Q)-(C q to C i9 )-alkvl, wherein the alkvl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen, C ^z QlS alkvl. straight or branched, saturated or containing one 
or more double bonds, or B-(CH9 ) r wherein r is 0, 1,2, or 3; 

R^ , R9. R 3, Rr , R9 ; , and R rv are independently selected from the group 
consisting of hydrogen, lower alkvl, lower alkoxy, carboxy, NO 9 , NH 9 , OH. halogeno, 
lower alkvlamino, dilower alkylamino, -NHC(Q)OR fi . R fi OgSNH- and -S(Q)9NH9 ; 

R4JS 




wherein n is 0. 1 , 2 or 3; 

Rfi is lower alkvl; and 

R g is OH, lower alkvl. phenyl, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkvl, lower alkoxy, carboxy. NO 9 . NH9. OH, halogeno, lower alkvlamino and 
dilower alkvlamino; 

(g) Formula (VIII): 
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MM) 

or a pharmaceuticallv acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above. 

R26 is h or OG 1 ; 

G and G"* are independently selected from the group consisting of 

OR 5 OR 4 OR 5 n R 4 OR 7 

/— \ . z O" 



r± ^O"" 0R3 ■ ^T_>"'OR 3 . -CH 2 -^^-MOR 5 
~\o 2 R 2 CH 2 OR 6 f?R 3 OR4 



OR 3a 
R 



R 4a Q;X>.' 



and 4 OR 3 0 A 0 >.CH 2 R^ 

R OZ/r^Y^ provided that when R 26 is H or 

-\)^CH 2 R a 



OH. G is not H: 

R, R a and R p are independently selected from the group consisting of H. -OH. 

halooeno. -NH?. azido. (C i^Cfi )alkoxv(C^ -CR )-alkoxv or -W-R 30 : 

W is independently selected from the group consisting of -NH-C(O)-. -O-C(O)- 

. -Q-C(OVN(R 31 K -NH-C(0)-N(R31)- and -0-C(S)-N(R 3 *h-: 

R 2 and R R are independently selected from the group consisting of H. 

(Ci-Cfi )alkvl. arvl and arvKC ^-Cfi telkvl; 

R 3 . R 4 , R 5 , R 7 . R 3a and R 4a are independently selected from the group 

consisting of H. (C ^-Cf Oalkvl. arvl(C^ -CR )alkvl, -C(Q)(C i-Cfi )alkvl and 
-CfOtervl: 

R 30 is selected from the group consisting of R 32 -substituted T. 
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R32- S ubstituted-T-(C ^-Cfi )alkvl. R3 2 -substituted-(C9 -C4 telkenvl, 
R 32 -substituted-(C^ -Cfi )alkvL R 32 -substituted-(C^-C7)cvcloalkvl and 
R32. S ubstituted-(C^-C7)cvcloalkvl(C ^Cfi )alkvl; 

R31 is selected from the group consisting of H and (C^ -C4 )alkvl; 

T is selected from the group consisting of phenyl, furvl, thienvl. pyrrolyl. 

oxazolvl, isoxazolvl, thiazolvl, iosthiazolvl, benzothiazolvl, thiadiazolvl. pyrazolvl, 
imidazolvl and pyridyl; 

R32 j s independently selected from 1-3 substituents independently selected 

from the group consisting of halogeno, (C i_-C4 )alkyl. -OH t phenoxy, 
-CF a , -NO?, (C i^-C4 )alkoxy 1 methvlenedioxv, oxo, (C i^C4 )alkylsulfanyl, 
(Ci_-C4 )alkvlsulfinvl. (C i-C4 )alkvlsulfonvl, -NfCH ato , -C(OlNH(C i-C4 )alkvl. 
-C(Q)-N((C ^-C4 )alkvl) 9 , -C(Q)-(C i-C4 )alkvl. -C(OHC^ -C4 )alkoxv and 

pyrrolidinvlcarbonvl; or R32 j s a covalent bond and R31 1 the nitrogen to which it is 
attached and R 32 f orm a pyrrolidinyl, piperidinyl, N-methvl-piperazinvl, indolinyl or 
morpholinvl group, or a (C i^C4 )alkoxycarbonyl-substituted pyrrolidine, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholinyl group; 
Ar 1 is aryl or R 1 Q-substituted arvl; 

Ar 2 is arvl or R 1 1 -substituted aryl; 
Q is a bond or, with the 3-position ring carbon of the azetidinone, 

" R 12_ (R 13 )a 

forms the spiro group ( Rl4 )b j ; and 

R 1 is selected from the group consisting of 

-(CH? )< p, wherein g is 2-6, provided that when Q forms a spiro ring, g 

can also be zero or 1 ; 

-(CH 9 WE-(CH 9)r -. wherein E is -Q-, -C(OK phenvlene, -NR 22 - or 

-S(Q)Q-2-. e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

-(C£-Cfi )alkenvlene-: and 
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-(CHg ^ f-V-fCHgVp wherein V is C s-Cfi cvcloalkvlene. f is 1-5 and q is 

0-5, provided that the sum of f and q is 1-6: 
Rl2 is 

II II I 9 „ I J 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or - + NO" ; 

R 13 and R 14 are independently selected from the group consisting of -CH? -, 
-CHfC^ -Cg alkvl)-. -C(di-(C i-Cfi ) alkvl). -CH=CH- and 

-C(C i-Cfi alkvD=CH-; or R 12 together with an adjacent R 13 . or R 12 together with an 
adjacent R 14 . form a -CH=CH- or a -CH=C(CH -Cfi alkvIV group; 

a and b are independently 0. 1 . 2 or 3. provided both are not zero: 
provided that when R 13 is -CH=CH- or -C(C ^-Cfi alkvl)=CH-. a is 1: 
provided that when R 14 is -CH=CH- or -C(C^ -Cfi alkvl)=CH-. b is 1 : 
provided that when a is 2 or 3, the R 13 's can be the same or different: and 
provided that when b is 2 or 3, the R 14 's can be the same or different: 
and when Q is a bond. Rl also can be: 

R 15 R 17 R15 R 15 

Hv1-Y d -C-Z h -, -X m -(C) s -Y n -(C) t -Z p - or - Xj -(C) v -Y k -S(O) 0 _ 2 -; 

R 16 R 18 R 16 Rie 

M is -Q-. -S-. -S(O)- or -S(Q) £-: 

X. Y and Z are independently selected from the group consisting of -CH? -. 
-CHfC ^-Cfi telkvl- and -C(di-(C i-Cfi )alkvl): 

R 10 and R 1 1 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-Cfi )alkvl, -OR19 -0(C0)R19 -Q(CO)OR 2 1. -OfCH9)i-50R 19 . 

-0(CO)NR19R 2 0. -NR19r 2 0. -NR19(CO)R 2 0, -NR19(C0)0R 2 1, 
-NR19(CO)NR 2 0r 2 5. -NR19sQ ? R 2 1, -COOR19, -CONR19R20. -CORl9, 
-SO2NR19r20. S(Q) q-2 R 21 . -0(CH2)1-10-COOR19, -Q(CH2)i-1qCONR19r20 i 
-(Ci-Cr alkvlene)-COORl9. -CH=CH-COOR 1 9. -CF s . -CN. -NQ2 and halogen: 
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R 15 and R 17 are independently selected from the group consisting of -OR 19 . 
-Q(CO)R 19 -Q(CO)OR 21 and -0(CO)NR1 9 R 2 0; 

r16 and R 1 ^ are independently selected from the group consisting of H, 
(Ci^-Cfi )alkvl and arvl: or R 15 and R 1 6 together are =Q. or R 17 and R 18 together 
are =Q; 

d is 1. 2 or 3: 

h is 0. 1, 2. 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1 , and the sum of m, n f p. s and t is 1-6; 
provided that when p is 0 and t is 1. the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1 ; 

i and k are independently 1-5. provided that the sum of i. k and v is 1-5; 

R 15 

-x r (6) v -v k -S(O) 0 . 2 - 

and when Q is a bond and R 1 is , Ar 1 can also be 

pyridvl. isoxazolvl, furanvl. pyrrolvl, thienyl, imidazolvl, pyrazolvL thiazolvl, pyrazinyl. 
pyrimidinyl or pyridazinyl; 

R 19 and R 2 Q are independently selected from the group consisting of H, 
(Ci-Cfi )alkvl. arvl and aryl-substituted (C^ -Cfi )alkvl; 

R 21 is (C i^Cfi )alkvl. arvl or R 24 -substituted arvl; 

R 22 is H. (C i-Cfi )alkvl, arvl (C^ -Cfi telkvl. -C(Q)R1 9 or-COOR 19 ; 

R 2 3 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H. (C i^-Cf Oalkvl. (C ^-Cfi telkoxv, -COOH. NO ?, 

-NR1 9 R 2 0. -OH and halooeno: and 

R 25 is H. -OH or (CH -Cg )alkoxv; and 

(h) Formula (IX): 
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OR 



Ar' L C Q 




Ar 2 



jQX} 



or a pharmaceuticallv acceptable salt or solvate thereof, wherein in Formula (IX): 
R 1 is selected from the group consisting of H. G. G 1 . G 2 . -SO a H and -POgH; 



G is selected from the group consisting of: H. 



O CH 2 R C 



XT XH 2 R 



OR 




OR -H 2 C 



CH 2 OR e 




OR^ 



R 3 0 OR 4 



— H 2 C-^ 7 

V^OR 4 

6r 3 



OR^ 



wherein R, R a and R b are each independently selected from the group 

consisting of H. -OH. halo. -NH ? . azido. (C i-Cfi )alkoxv(C i-Cfi )alkoxv or -W-R 30 : 



W is independently selected from the group consisting of 

-NH-C(O)-. -O-C(O)-. -0-C(0)-N(R31k -NH-C(Q)-N(R 31 )- and 
-0-C(S)-N(R31)- : 
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R2 and R 6 are each independently selected from the group consisting of H. 

(Ci-Cfi telkvl. acetyl, arvl and arvlfCi^-Cg)alkvl; 

r3. R4 t p5 a r7 p3a anc j R4a are each independently selected from the 

group consisting of H. (C ^-Cg talkvl, acetyl. arvl(C i^-Cfi )alkvL -C(Q)(C i_-Cg )alkvl and - 
C(0)aryl; 

R30 i s independently selected from the group consisting of 

R32. S ubstituted T. R3 2 -substituted-T-(C ^-Cfi )alkvl. R32- S ubstituted-(C2 -C4)alkenvl, 
R32- S ubstituted-(C ^Cfi )alkvL R 32 -substituted-(C^-C7)cvcloalkvl and R 32 - 
substituted-(C^C7)cvcloalkvl(C i^-Cfi )alkvl; 

r31 is independently selected from the group consisting of H and (C i- 

C4 )alkyl; 

T is independently selected from the group consisting of phenyl. furvl, thienyl, 

pyrrolvl, oxazolvl. isoxazolvl. thiazolvl. isothiazolvl. benzothiazolvl. thiadiazolyl, 
pyrazolyl, imidazolvl and pyridvl; 

R32 is independently selected from 1-3 substituents which are each 

independently selected from the group consisting of H. halo. (C i_-C4 )alkvl. -OH. 
phenoxv. -CF 3 . -NO?. (CH -C4 )alkoxv. methvlenedioxv. oxo. (C i^CU telkvlsulfanvl. 
(C^-C4 )alkvlsulfinvl. (C ^-Ca telkvlsulfonvl. -NfCH ato . -C(Q)-NH(C ^C4 )alkvl. -C(O)- 
NffCi^Cj.telkvn? , -C(Q)-(C i^-C4 )alkvl. -C(OHC^ -C4 )alkoxv and pyrrolidinvlcarbonvl; 

or R32 is a covalent bond and R31 a the nitrogen to which it is attached and R 3 2 form 
a pyrrolidinvl. piperidinvl. N-methvl-piperazinvl. indolinyl or morpholinvl group, or a 
fC^-C4 )alkoxvcarbonvl-substituted pyrrolidinvl. piperidinvl. N-methvlpiperazinvl. 
indolinyl or morpholinvl group; 
G 1 is represented bvthe structure: 
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wherein R 33 is independently selected from the group consisting of unsubstituted 
alkvl. R^-substituted alkvl. (R 35 )(R 36 )alkvl-. 




R 34 is one to three substituents, each R being independently selected from 
the group consisting of HOOC-. HO-. HS-. (CH^S-. hblSk (NH?)(NH)C(NHK 
(NH?)C(Q)- and HOOCCHfNH^CI-bSS-: 

R 35 is independently selected from the group consisting of H and NH?-; 

R 36 is independently selected from the group consisting of H, unsubstituted 
alkvl, R 34 -substituted alkvl, unsubstituted cvcloalkvl and R 34 -substituted cvcloalkvl; 



G 2 is represented by the structure: 

R 37 CL 



"CH R 38 



wherein R 37 and R 38 are each independently selected from the group consisting of 
(C r Cg)alkvl and aryl; 

R 26 is one to five substituents. each R 26 being independently selected from 
the group consisting of: 

a) bL 

b) -OH: 

c) -OChh: 

d) fluorine: 



{W0176270.1} 



-20- 



e) chlorine; 
0 -O-G; 

g) ~Q-G 1 ; 

h) -O-G 2 ; 

i) -SO s H; and 
D -PO a H ; 

provided that when R 1 is H. R 26 is not H. -OH. -OCHg or -O-G; 

Ar 1 is arvl. R 10 -substituted arvl. heteroaryl or R 10 -substituted heteroarvl; 

Ar 2 is arvl, R 1 1 -substituted arvl, heteroarvl or R 1 1 -substituted heteroaryl; 

L is selected from the group consisting of: 

a) a covalent bond; 

b) -(CH^-, wherein g is 1-6; 

c) -(CH?yE-(CH9) r . wherein E is -Q-, -C(OK phenvlene. -NR 22 - or 
-S(Q) n- 9-. e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

d) -(Cg-Cg)alkenvlene-; 

e) -(CHg)fV-(CH£) fl -. wherein V is C s-C gcvcloalkylene, f is 1-5 and 
g is 0-5, provided that the sum of f and g is 1-6; and 

0 



R 



I I 

- M Y d C Z h X^(6) s — Y n — tC) s — Z— XI (9)v— Y k — S(O) 0 .2- 

Ii« Lc or lie 



wherein M is -Q-, -S-, -S(O)- or -SfO) r ; 

X, Y and Z are each independently selected from the group consisting of 

-CH r . -CH(C i-C R)alkvl- and -C(di-(C i-C fi )alkvl)-; 
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R 8 is selected from the group consisting of H and alkyl; 

r1° and R 11 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
(Ci-Cfi telkvl, -OR 1 9. -Q(CO)R 19 , -Q(COK)R 21 . -Q(CH 9)i- ^OR 19 , - 
O(CO)NR19r20. -NR19r20, -NR19(CO)R20. -NR19( C Q)0R21 , 
^NR19(CO)NR20r25 < -NR19sO ? r2 1 . -COOR19, -CONR19r20. -C0R19. - 
SO9NR19r20 < S(Q) o ^r21, -OfCHp ^i^in -COORig, -Q(CH9 )^ CONR19r20. . 
(Ci^-Cr alkvlene)-COOR 1 9, -CH=CH-COORl9. -CF a . -CN. -NO? and halo; 

R 15 and R 17 are each independently selected from the group consisting of 
-OR 19 . -OC(Q)R 19 . -OC(Q)OR 2 \ - OC(Q)NR 19 R 2Q ; 

R 16 and R 18 are each independently selected from the group consisting of H, 

(CjrCe telkvl and aryl; 

or R 15 and R 16 together are =Q. or R 17 and R 18 together are =Q; 

d is 1. 2 or 3: 

h is 0. 1. 2, 3 or 4; 

s is 0 or 1; 

t is 0 or 1; 

m, n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1. and the sum of m, n. p. s and t is 1-6; 

provided that when p is 0 and t is 1 . the sum of m, n and p is 1-5; and provided that 
when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1; 

i and k are each independently 1-5, provided that the sum of i. k and v is 1-5; 
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Q is a bond, -(CHg )^ -. wherein a is 1-6. or, with the 3-position ring carbon of 

the azetidinone. forms the spiro group 



R 13 and R 14 are each independently selected from the group consisting of 
-CH 7 -. -CH(C ^Cr alkvIK -Cfdi-fC ^-CR ) alkvl). -CH=CH- and -C(C i^-Cr alkvl)=CH-; 

or R 1 2 together with an adjacent R 13 . or R 12 together with an adjacent R 14 . form a - 
CH=CH- or a -CH=C((> [-Cr alkvh- group: 

a and b are each independently 0. 1 . 2 or 3. provided both are not zero; 

provided that when R 13 is -CH=CH- or -C(CH -Cr alkvn=CH-. a is 1 : provided that 
when R 14 is -CH=CH- or -C(CH -Cr alkvn=CH-. b is 1 ; provided that when a is 2 or 
3, the R 13 's can be the same or different; and provided that when b is 2 or 3, the 
R 14 's can be the same or different; 

and when Q is a bond and L is 



then Ar 1 can also be pyridvl, isoxazolvl. furanvl. pyrrolvl. thienvl. imidazolvl. pyrazolyl, 
thiazolvl, pyrazinvl. pyrimidinyl or pyridazinyl; 




'a 



wherein R^ 2 is 



-CH-, -C(C r C 6 alkyl)-. -CF-, -< 



■C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or- + NO" ; 



-Xj (C) v Y k S(0)o. 2 

R 16 
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R 19 and R 2 Q are each independently selected from the group consisting of H. 
fCi-CR )alkvl. arvl and arvl-substituted (C i-Cfi )alkvl: 

R 21 is (C^ -Cfi )alkvl. arvl or R 24 -substituted arvl: 

R 22 is H. (C i-Cfi )alkvl. arvl (C i-Cfi )alkvl. -C(Q)R19 or -COOR 19 : 

R 23 and R 24 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of H. 

(Ci-Cfi )alkvl. (C^ -Cfi telkoxv. -COOH. NO?. -NR19R 2 0. -OH and halo; and 
R 2 5 is H. -OH or (C i-Cfi telkoxv. 

2. (Original) The method according to claim 1 , wherein the at least 
one sterol absorption inhibitor is represented by Formula (I): 

R R 2 
Ar 1 -X m -(C) q -Y n -(C) r Z Pv Ar 3 



>1 "s 
R R 



^ N 

° ^r 2 (,) 



or a pharmaceutically acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 

4 

R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

2 6 

R and R are independently selected from the group consisting of -OR , 
-0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R 7 ; 
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R 1 and R 3 are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
q is 0 or 1; 
r is 0 or 1; 

m, n and p are independently selected from 0, 1 , 2, 3 or 4; provided that at 
least one of q and r is 1 , and the sum of m, n, p, q and r is 1 , 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -O^H^OR 6 , -0(CO)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S02R 9 , -COOR 6 , 
-CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -©(CH^.^-COOR 6 , 
-OCCH^qCONrV, -(lower alkylene)COOR 6 , -CH=CH-COOR 6 , -CF 3 , -CN, 
-N0 2 and halogen; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR 6 , -0(CO)NR 6 R 7 , -NR 6 R 7 , 
-NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONR 6 R 7 , 
-COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 , -O(CH 2 ) 1-10 CONR 6 R 7 , 

6 6 

-(lower alkylene)COOR and -CH=CH-COOR ; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

g 

R is lower alkyl, aryl or aryl-substituted lower alkyl. 

3. (Cancel). 

4. (Cancel). 

5. (Cancel). 



6. (Cancel). 
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7. (Cancel). 

8. (Cancel). 

9. (Cancel). 

10. (Original) The method according to claim 1 , wherein the at least 
one sterol absorption inhibitor is administered to a subject in an amount ranging from 
about 0.1 to about 1000 milligrams of sterol absorption inhibitor per day. 

1 1 . (Original) The method according to claim 1 , further comprising the 
step of administering at least one antidemyelination agent to the subject. 

12. (Original) The method according to claim 1 1 , wherein the 
antidemyelination agent is selected from the group consisting of beta interferon, 
glatiramer acetate and corticosteroids. 

1 3. (Original) The method according to claim 1 , further comprising the 
step of administering at least one HMG CoA reductase inhibitor to the subject. 

14. (Original) The method according to claim 13, wherein the at least 
one HMG CoA reductase inhibitor is atorvastatin. 

15. (Original) The method according to claim 13, wherein the at least 
one HMG CoA reductase inhibitor is simvastatin. 

16. (Original) The method according to claim 1 , wherein the subject has 
multiple sclerosis. 

17. (Original) A method of treating or preventing demyelination in a 
subject is provided, comprising the step of administering to a subject in need of such 
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treatment an effective amount of at least one sterol absorption inhibitor represented 
by Formula (II) below: 




(II) 

or a pharmaceutical^ acceptable salt or solvate thereof. 



18. (Original) A method of treating or preventing multiple sclerosis in a 
subject, comprising the step of administering to a subject in need of such treatment 
an effective amount of at least one sterol absorption inhibitor or a pharmaceutical^ 
acceptable salt or solvate thereof. 



19. (Currently Amended) A composition comprising: (a) at least one 
sterol absorption inhibitor or a pharmaceutical^ acceptable salt or solvate thereof 
and (b) at least one antidemyelination agent , wherein the at least one sterol 
absorption inhibitor is selected from the group consisting of sterol absorption 
inhibitors represented by the following Formulae: 



(a) Formula (I): 



R R 

Ar 1 -X m -(C) q -Y n -(C) r Z p 
I I 

d1 d3 



-N 



\ 



Ar 2 



ID 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 
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1 2 

Ar and Ar are independently selected from the group consisting of arvl and 

4 

R -substituted arvl; 

3 5 

Ar is arvl or R -substituted arvl; 

X, Y and Z are independently selected from the group consisting of 
-CH?-. -CHdower alkvl)- and -C(dilower alky!)-; 

2 6 

R and R are independently selected from the group consisting of -OR , 
-Q(CO)R 6 -Q(CO)OR 9 and -Q(CO)NR 6 R 7 : 

1 3 

R and R are independently selected from the group consisting of hydrogen, 
lower alkvl and arvl; 
g is 0 or 1 ; 
r is 0 or 1; 

m, n and p are independently selected from 0. 1 . 2. 3 or 4; provided that at 
least one of g and r is 1 , and the sum of m, n. p. g and r is 1 . 2. 3, 4. 5 or 6; and 
provided that when p is 0 and r is 1 . the sum of m, g and n is 1 , 2. 3. 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkvl. -OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 . -OfCH oV ^OR 6 -Q(CO)NR 6 R 7 . 
-NR 6 R 7 . -NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SQ9R 9 . -COOR 6 . 
-CONR 6 R 7 . -COR 6 . -SQ o NrV. SfO^R 9 -OrCH .y ^-COOR 6 

-OfCH ^. ^CONRV. -dower alkvlene)COOR 6 . -CH=CH-COOR 6 . -CF a . -CN. 
-NO o and halogen; 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 6 . -Q(CO)R 6 -Q(CO)OR 9 . -OrCH o ^OR 6 . -Q(CO)NR 6 R 7 . -NR 6 R 7 . 
-NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 -NR 6 SO , R 9 . -COOR 6 . -CONR 6 R 7 . 
-COR 6 . -SO o NR 6 R 7 . S(Q)q o R 9 . -OrCH J ^-COOR 6 . -Q(CH g ) ll s CONR 6 R 7 . 

6 6 

-dower alkvlene)COOR and -CH=CH-COOR : 

6 7 8 

R . R and R are independently selected from the group consisting of 
hydrogen, lower alkvl. arvl and arvl-substituted lower alkvl; and 

9 

R is lower alkvl. arvl or arvl-substituted lower alkvl; 
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(b) Formula (III): 



Ar 1 -A-Yq-C-Z p v 
R 2 



.Ar J 



HID 

or a pharmaceuticallv acceptable salt thereof or a solvate thereof, wherein, in 
Formula (III) above: 

1 3 

Ar is R -substituted aryl; 

2 4 

Ar is R -substituted aryl; 

3 5 

Ar is R -substituted aryl; 

Y and Z are independently selected from the group consisting of -CI-U-, 
-CHflower alkvl)- and -Cfdilower alkvl)-; 

A is selected from -Q-. -S-, -S(O)- or -S(Q) 2 -; 

R 1 is selected from the group consisting of -OR 6 , -Q(CO)R 6 , -Q(CO)OR 9 and 

6 7 2 

-Q(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkvl and 

1 2 

aryl; orR and R together are =Q: 
g is 1. 2 or 3; 
p is 0, 1, 2, 3 or 4: 

5 

R is 1-3 substituents independently selected from the group consisting of 
-OR 6 . -Q(CO)R 6 . -0(CO)OR 9 . -OfCH^OR 9 -Q(CO)NR 6 R 7 . -NR 6 R 7 . -NR 6 (CO)R 7 . 
-NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SO g -lower alkvl. -NR 6 SQ 2 -arvl. -CONR 6 R 7 . - 
COR 6 . -SQ 2 NR 6 R 7 . S(O) 0 2 -alkyl, S(O) 0 2 -arvl. -Q(CH 2 \ 1 0 -COOR 6 . -OfCH^ 



6 7 



10- 



CONR R . o-halogeno. m-halogeno. o-lower alkvl. m-lower alkvl. -dower alkvlene)- 



COOR . and 
-CH=CH-COOR 6 : 



3 4 

R and R are independently 1-3 substituents independently selected from the 

5 

group consisting of R , hydrogen, p-lower alkvl. aryl, -NQ 2 . -CF 3 and p-halogeno: 
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6 7 8 

R . R and R are independently selected from the group consisting of 
hydrogen, lower alkvl. arvl and arvl-substituted lower alkvl: and 
R 9 is lower alkvl. arvl or arvl-substituted lower alkvl; 



(c) Formula (IV): 

Ar 1 -R 1 -Q^_J^ 



R 19 



(IV) 

or a pharmaceuticallv acceptable salt thereof or a solvate thereof, wherein, in 
Formula (IV) above: 

2 2 

A is selected from the group consisting of R -substituted heterocvcloalkvl, R - 

2 2 

substituted heteroarvl, R -substituted benzofused heterocvcloalkvl. and R - 
substituted benzofused heteroaryl; 

1 3 

Ar is arvl or R -substituted arvl; 

2 4 

Ar is arvl or R -substituted arvl; 
Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

"Rf— (R 6 ) a 



spiro group ^ R ^ ; and 

1 

R is selected from the group consisting of: 

-(CH 2 ) g -. wherein g is 2-6, provided that when Q forms a spiro ring, g 



can also be zero or 1 ; 



■(CH 2 ) c -G-(CH 2 ) r -, wherein G is -Q-. -C(OK phenvlene. -NR 8 - or 



^(O)^ - . e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(Co-C § alkenvlene)-: and 

-(CH o) r V-(CH o) g -. wherein V is C 3 -C g cvcloalkvlene, f is 1-5 and g is 0- 



5, provided that the sum of f and g is 1-6; 

5 

R is selected from: 
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II II I I I 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 9 )-,-N-, or- + NO" ; 

6 7 

R and R are independently selected from the group consisting of 
-CH r . -CH(Cy C fl alkvl)-. -Cfdi-fO ,- C g ) alkvl). -CH=CH- and 

5 6 5 

-CfCj-Cg alkvl)=CH-: or R together with an adjacent R , or R together with an 

adjacent R 7 , form a -CH=CH- or a -Ch^CfC^ -C g alkvl)- group: 

a and b are independently 0. 1 , 2 or 3, provided both are not zero: provided 

6 7 

that when R is -CH=CH- or -C(C r C g alkvl)=CH-. a is 1 : provided that when R is 

-CH=CH- or -C(C r C 6 alkvl)=CH-. b is 1 : provided that when a is 2 or 3. the R% can 

be the same or different: and provided that when b is 2 or 3, the R 7, s can be the 
same or different: 

and when Q is a bond, R 1 also can be selected from: 




where M is -Q-, -S-, -S(C»- or -S(Q) 2 -: 



X, Y and Z are independently selected from the group consisting of 
-CI-U-. -CHfCy C g alkvl)- and -Cfdi-fCy Cg ) alkvl): 

10 12 

R and R are independently selected from the group consisting of 
-OR 14 , -Q(CO)R U -Q(CO)OR 16 and -Q(CO)NR U R 15 : 

11 13 

R and R are independently selected from the group consisting of 

10 11 12 13 

hydrogen, (C ^C e )a\M and arvl: or R and R together are =Q. or R and R 
together are =Q: 

d is 1, 2 or 3: 

h is 0, 1, 2, 3 or 4: 

s is 0 or 1 : t is 0 or 1 : m, n and p are independently 0-4: provided that at 
least one of s and t is 1 . and the sum of m, n t p, s and t is 1-6: provided that when p 
is 0 and t is 1, the sum of m. s and n is 1-5: and provided that when p is 0 and s is 1, 
the sum of m, t and n is 1-5: 
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v is 0 or 1; 

i and k are independently 1-5, provided that the sum of L k and v is 1-5; 

2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C ^C ^alkvl, (C o-C ^alkenvl. (C o-C ^telkvnvl. 

17 17 

(Cg-C gtovcloalkvl. (C^ -C gtovcloalkenvl, R -substituted arvl. R -substituted benzyl, 

17 17 14 15 

R -substituted benzyloxy. R -substituted aryloxy. haloqeno. -NR R . 
NR 14 R 15 (C .,-C g alkvleneK NR 14 R 15 C(Q)(C .,-C g alkvleneK-NHC(Q)R 16 . 
OH. C i-C g alkoxv. -OC(Q)R 16 , -COR 14 . hvdroxv(C 1 -C g)alkvl, (C 1 -C g)alkoxv(C 1 - 
C g)alkvl. NO o . -SrO^R 16 . -SO g NR U R 15 and -(C ^-C g alkvlene)COOR 14 ; when R 2 is a 



substituent on a heterocycloalkyl ring. R is as defined, or is =Q or O ; 

2 

and, where R is a substituent on a substitutable ring nitrogen, it is hydrogen. 
(C.,-C g)alkvl. arvl. (C -j -Cgtelkoxv. arvloxv. (C ., -C s )alkvlcarbonvl. arvlcarbonvl. hydroxy. 

-(CH J- ^CONR^R 18 . 



substituents independently selected from the group consisting of (C 1 -C g )alkyl. 

-OR 14 . -Q(CO)R 14 . -Q(CO)OR 16 -OrCH^OR 14 . -Q(CO)NR U R 15 . -NR U R 15 . 

-NR 14 (CO)R 15 . -NR 14 (CO)OR 16 . -NR 14 (CO)NR 15 R 19 . -NR 14 SOgR 16 . -COOR 14 . 

-CONR 14 R 15 . -COR 14 . -SO£NR 14 R 15 . SfO^R 16 . -OfCH oV ^-COOR 14 , 

-Q(CH g )- Ll oCONR 14 R 15 . -(C -i-C g alkvlene)-COOR 14 . -CH=CH-COOR 14 . -CF 3 . -CN. - 
NQ 2 and halogen; 

R 8 is hydrogen. (C 1 -C g)alkvl. arvl (C .|-C g)alkvl. -C(Q)R 14 or -COOR 14 ; 
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2 





wherein J is -Q-. -NH-. -NR 18 - or -CI-U -: 

3 4 

R and R are independently selected from the group consisting of 1-3 



R 9 and R 17 are independently 1-3 groups independently selected from the 
group consisting of hydrogen. (Cy C gtelkvl. (C i-Cg telkoxv. -COOH. NQ 2 . 

-NR 14 R 15 . OH and halogeno; 

14 15 

R and R are independently selected from the group consisting of 
hydrogen. (C^Cgtelkvl. arvl and arvl-substituted (C^^att^L 

16 17 

R is (C^-Cgtelkvl. arvl or R -substituted arvl; 

1 8 

R is hydrogen or (C r C 6 )alkvl; and 

19 

R is hydrogen, hydroxy or (C 1 -C 6 )alkoxv; 



(6) Formula (V): 
R 

ArV JC) q ^ S(0) r ^ / Ar2 

R 



or a pharmaceuticallv acceptable salt thereof or a solvate thereof, wherein, in 
Formula (V) above: 

1 10 

Ar is arvl, R -substituted arvl or heteroaryl; 

2 4 

Ar is arvl or R -substituted arvl; 

3 5 

Ar is arvl or R -substituted arvl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
-CHflower alkyl)- and -C(dilower alky!)-; 

6 6 9 6 7 1 

R is -OR , -OfCO)R , -Q(CO)OR or-Q(CO)NR R ; R is hydrogen, lower 
1 

alkyl or arvl; or R and R together are =Q; 
g is 0 or 1; 
r is 0. 1 or 2; 

m and n are independently 0 t 1 1 2. 3. 4 or 5; provided that the sum of m. n 
and g is 1, 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkvl. -OR 6 . -Q(CO)R 6 -Q(CO)OR 9 . -OfCH o ^OR 6 . -Q(CO)NR 6 R 7 . 
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-NR 6 R 7 . -NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SO?R 9 . -COOR 6 , 
-CONR 6 R 7 . -COR 6 . -SOoNR 6 R 7 . S(Q)^R 9 . -OrCH^-COOR 6 . 
-OrCH J- ^CONR^ 7 . -dower alkvlene)COOR 6 and -CH=CH-COOR 6 ; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 . -OfCH .V ^OR 6 . -Q(CO)NR 6 R 7 . -NR 6 R 7 . -NR 6 (CO)R 7 . 
-NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SO g R 9 -COOR 6 . -CONrV. -COR 6 . - 
SOo NrV. S(Q)q o R 9 . -OrCH o ^-COOR 6 . -Q(CH g ) 1: m CONR 6 R 7 . -CF 3 . -CN. -NO ,. 
halogen. 

6 6 

-dower alkvlene)COOR and -CH=CH-COOR ; 

6 7 8 

R . R and R are independently selected from the group consisting of 
hydrogen, lower alkvl. arvl and arvl-substituted lower alkvl; 

g 

R is lower alkvl. arvl or arvl-substituted lower alkvl; and 
R 1 ° is 1-5 substituents independently selected from the group consisting of 
lower alkvl. -OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 . -O^CH . ^OR 6 . -Q(CO)NR 6 R 7 . 
-NR 6 R 7 . -NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SQ 2 R 9 -COOR 6 
-CONR 6 R 7 . -COR 6 . -SO g NR 6 R 7 . -S(Q) q, R 9 . -OfCH o ^-COOR 6 . 
-O(CH a }i. 10 CONR 6 R 7 . -CF 3 . -CN. -NO , and halogen: 



(e) Formula (VI): 



R 4 

X Ri— (R 2 )v A / R20 
(R 3 )u- 



° (vi) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein: 
B/Us 

-CH-, -C(lower alkyl)-, -CF-, -C(OH)-, -C(C 6 H 5 )-, -C(C 6 H 4 -R 15 )-, 
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- N- or - N O" ; 

R? and R a are independently selected from the group consisting of: 
-CH9-. -CHflower alkvl)-. -C(di-lower alkvl)-. -CH=CH- and -Cflower alkvl)=CH-: or 
Ri^ together with an adjacent R 9 , or R i ^ together with an adjacent R a , form a 
-CH=CH- or a -CH=C(lower alkvl)- group: 

u and v are independently 0, 1 , 2 or 3. provided both are not zero: provided 
that when R9 is -CH=CH- or -Cflower alkvl)=CH-, v is 1 : provided that when R a is 
-CH=CH- or -Cflower alkyl)=CH-. u is 1 : provided that when v is 2 or 3, the R9's can 
be the same or different: and provided that when u is 2 or 3, the R s 's can be the 
same or different: 

Rd is selected from B-(CH9)mC(OK wherein m is 0 f 1 , 2, 3, 4 or 5: 
B-(CH 9)f] -. wherein g is 0, 1 , 2, 3. 4. 5 or 6: 

B-(CH 9) g-Z-(CH9 ) r-. wherein Z is -Q-, -C(OK phenvlene. -N(R g )- or-S(O) 0-9 -, e is 

0, 1 , 2. 3, 4 or 5 and r is 0, 1 , 2. 3, 4 or 5. provided that the sum of e and r is 0, 1 , 2, 
3, 4, 5 or 6: 

B-(C9 -Cr alkenvlene)-: 
B-(C 4 -C fi alkadienvlene)-: 

B-(CH 9) t-Z-(C 9-Cfi alkenvlene)-, wherein Z is as defined above, and wherein t is 0, 

1 , 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenvlene chain is 2, 3. 4, 5 or 6: 

B-(CH9 ) f-V-(CH9 V p wherein V is C a-Cfi cvcloalkvlene. f is 1 . 2, 3. 4 or 5 and g is 0, 
1,2, 3,4or 5 t provided that the sum of f and g is 1 , 2, 3, 4, 5 or 6: 
B-(CH 9) t-V-(C 9-Cfi alkenvlene)- or 

B-(C9-Cfi alkenylene)-V-(CH9 ) t-. wherein V and t are as defined above, provided 
that the sum of t and the number of carbon atoms in the alkenvlene chain is 2, 3, 4, 5 
or 6: 

B-(CH 9)a -Z-(CH 9)h -V-(CH9 )H -, wherein Z and V are as defined above and a, b and 
d are independently 0, 1,2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1,2, 
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3. 4. 5 or 6: or T-(CH9 k -. wherein T is cvcloalkvl of 3-6 carbon atoms and s is 0, 1 . 
2.3.4. 5 or 6; or 



and Rd together form the group B-CH=C- ; 
B is selected from indanvl, indenvl, naphthvl. tetrahvdronaphthvl. heteroarvl or 
W-substituted heteroarvl, wherein heteroarvl is selected from the group consisting of 
pvrrolvl. pvridinvl. pvrimidinvl. pyrazinvL triazinvl. imidazolvl. thiazolvl. pvrazolvl. 
thienvl. oxazolvl and furanvl. and for nitrogen-containing heteroarvls. the N-oxides 
thereof, or 



W is 1 to 3 substituents independently selected from the group consisting of 
lower alkvl. hydroxy lower alkvL lower alkoxv. alkoxvalkvl, alkoxvalkoxv, 
alkoxvcarbonvlalkoxv, (lower alkoxviminoVlower alkvl, lower alkanediovl. lower alkvl 
lower alkanediovl. allvloxv, -CF s , -OCF s . benzyl, R 7 -benzvi, benzvloxv. 
R7 -benzvloxv. phenoxv. R 7 -phenoxv. dioxolanvl. NQ9.-N(R ft )(R Q ). N(R ft)(RQ)-lower 
alkvlene-, N(R ft)(RQ )-lower alkvlenvloxv-. OH, halogeno. -CN, -N 3 . -NHC(Q)OR in. 
-NHC(Q)R iO. Rn O9 SNH-, [R n Q9 S)9lM-. -S(Q)9NH9. -S(Q) n-9Ra, tert- 
butvldimethvl-silvloxvmethvL -C(Q)R i9 . -CQOR iq . -CON(Rg )(Rg), - 
CH=CHC(Q)R i 9 . -lower alkvlene-C(Q)R i9, Rin C(Q)(lower alkvlenvloxv)-, 



carbon atoms. 

and the substituents on the substituted heteroarvl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkvL lower alkoxv. -C(Q)OR io, 
-C(O)Rif) , OH, N(R R )(RgVlower alkvlene-.N(R ft )(R Q VIower alkvlenvloxv-. - 
S(Q)9NH9 and 2-(trimethvlsilvl)-ethoxvmethvl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkvl, lower alkoxv, -COOH. NQ 9 , -N(R a )(R q ). OH, and halogeno; 




N(R g )(R Q )C(Q)(lower alkvlenvloxv)- and 




for substitution on ring 
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R g and R q are independently selected from H or lower alkvl; 
Rio is selected from lower alkvl. phenyl, R 7 -phenvl. benzyl or R 7 -benzvl; 
Rim is selected from OH, lower alkvl. phenyl, benzyl. R 7 -phenvl or R 7 -benzvl; 
R19 is selected from H. OH. alkoxv. phenoxy, benzyloxy, 



R13 is selected from -Q-. -CH?-. -NH-, -Nflower alkvl)- or-NC(Q)R iQ; 

R 15- R16 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R15 is hydrogen and Rj6 and R17. together with 
adjacent carbon atoms to which they are attached, form a dioxolanvl ring; 

R 19 is H t lower alkvl, phenyl or phenyl lower alkvl: and 

R?0 and R21 are independently selected from the group consisting of phenyl, 
W-substituted phenyl, naphthvl. W-substituted naphthvl. indanvl. indenvl. 
tetrahvdronaphthvl. benzodioxolvl. heteroarvl. W-substituted heteroarvl. benzofused 
heteroarvl. W-substituted benzofused heteroarvl and cvclopropyl, wherein heteroaryl 
is as defined above; 

(f) Formula (VIIA) or (VIIB): 



/ R13 



. -N(R a )(R Q ). lower alkvl. phenyl or R 7 -phenvl; 



R 



A 



B* 



D 



■N. 



R4 



(VIIA) 



or 
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B 



r 


A 




■ N 



cr 



R4 



(VIIB) 



or a pharmaceutical^ acceptable salt or solvate thereof, 
wherein: 

A is -CH=CH-. -C=C- or -fCH9 ) 0 - wherein p is 0. 1 or 2; 
B is 

=^R 3 




B' is 



6 




Rv 



R 3 . 



D is -(CH 9)m C(Q)- or -(CHgVp wherein m is 1 . 2. 3 or 4 and q is 2. 3 or 4; 

E is C io to Cg n alkvl or -C(Q)-(C q to C iQ )-alkvl, wherein the alkvl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen. C i^Q is alkvl. straight or branched, saturated or containing one 
or more double bonds, or B-(CH? ) r -. wherein r is 0. 1 . 2. or 3; 

R^. R9. R3. Rr , R 9 \ and R :v are independently selected from the group 
consisting of hydrogen, lower alkvl. lower alkoxv. carboxv. NQ 9 . NH9. OH. halogeno. 
lower alkvlamino. dilower alkvlamino. -NHC(Q)OR fi . R fiO gSNH- and -S(Q)9NH9 ; 

R4JS 

(OR 5 ) n 
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wherein n is 0. 1 , 2 or 3: 

Rfi is lower alkvl; and 

Rfi is OH. lower alkvl. phenyl, benzvl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkvl. lower alkoxv. carboxv. NO?. NH9. OH. halogeno. lower alkvlamino and 
dilower alkvlamino-, 



(g) Formula (VIII): 



p26 _ 

Ar 1 -R 1 -Q. 



>^%r* 



or a pharmaceutically acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above. 

R26 isHor OG^ 

G and G 1 are independently selected from the group consisting of 

O^OR 4 OR 4 0^ 0R? 

H -0"'OR 3 , -fj^OR* , -CH 2 -^A'-lOR 5 

~" °"\p 2 R 2 °"\h 2 QR 6 qr3 OR 4 

OR 3a 
R43Q. I ^R 



and 



0R3 0 ° CH 2 Rb ; 

R*0/if^Y provided that when R 26 is H or 

-^O^CH 2 R a 



OH. G is not H: 

R. R a and R p are independently selected from the group consisting of H. -OH. 

halogeno. -NH?. azido. (C i[-Cfi )alkoxv(C i^-Cfi )-alkoxv or -W-R 30 ; 
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W is independently selected from the group consisting of -NH-C(O)-. -O-C(O)- 

. -Q-C(Q)-N(R31k -NH-C(0)-N(R31)- and -0-C(S)-N(R31 )-; 

R 2 and R 6 are independently selected from the group consisting of H. 

(Ci_-Cfi )alkvl. arvl and arvl(C i^-CiR )alkvl: 

R 3 , r4, r5, r7 p3a anc j p4a are independently selected from the group 

consisting of H, (C ^-Cfi telkvl. arvKC i^CR telkvl, -C(Q)fC i^-CR )alkvl and 
-C(Q)aryl; 

R30 is selected from the group consisting of R32- su bstituted T, 

R32. su bstituted-T-(C i^-Cfi )alkvl. R32. S ubstituted-(Cg -C4 )alkenyl, 
R32-substituted-(C^ Cfi )alkvL R32- S ubstituted-(C ^ -C7)cvcloalkvl and 
R32. su bstituted-(C^C7)cvcloalkvl(C ^-CR )alkvl: 

R31 is selected from the group consisting of H and (C i-CA )alkyl: 

T is selected from the group consisting of phenyl, furvl. thienyl, pyrrolyl, 

oxazolvl. isoxazolvl. thiazolvl. iosthiazolvl. benzothiazolvl. thiadiazolvl. pyrazolvl. 
imidazolvl and pyridvl; 

R32 is independently selected from 1-3 substituents independently selected 

from the group consisting of halogeno, (C^-C 4 )alkyl. -OH. phenoxv. 
-CF 3 , -NO?, (C i^C4 )alkoxv. methvlenedioxv. oxo. (C ^-C4 )alkvlsulfanvl. 
(Ci-C4 )alkvlsulfinvl. (C^ -Ca telkvlsulfonvl, -N(CH 3)£ « -C(OVNH(C^ C4 )alkvl, 
-CfOVNttC^ -C ^alkvl) ? . -CfOHC i^C ^alkvl. -CfOHC i^U telkoxv and 
pyrrolidinylcarbonyl; or R32 j s a covalent bond and R31 , the nitrogen to which it is 
attached and R32 f orm a pyrrolidinvl. piperidinvl. N-methvl-piperazinvl. indolinyl or 
morpholinyl group, or a (C i[-C4 )alkoxvcarbonvl-substituted pyrrolidinvl. piperidinvL 
N-methvlpiperazinvl. indolinyl or morpholinvl group; 
Arl is arvl or R^O-substituted aryl; 

Ar 2 is arvl or R 1 1 -substituted arvl; 
Q is a bond or. with the 3-position ring carbon of the azetidinone. 
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R 1 ?— (R 13 )a 

forms the spiro group (R 14 )b : and 

R 1 is selected from the group consisting of 

-(CHg V r-. wherein g is 2-6. provided that when Q forms a spiro ring, q 

can also be zero or 1 ; 

-(CH£ ) g-E-(CH2V- wherein E is -Q-. -C(OK phenvlene. -NR 22 - or 
-S(Q)q-2-. e is 0-5 and r is 0-5. provided that the sum of e and r is 1-6; 

-(Cg-Cfi )alkenvlene-; and 

-(CHg^V-fCHg V p wherein V is C a-Cg cvcloalkvlene. f is 1-5 and g is 



0-5. provided that the sum of f and q is 1 -6; 
Rl 2 is 

II II i 9 , I I 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or- + NO" ; 

R 13 and R 14 are independently selected from the group consisting of -CH?-. 
-CHfC i^-CR alkvIK -C(di-(C i-Cfi ) alkvl). -CH=CH- and 

-CfC ^-Cfi alkvl)=CH-: or R 12 together with an adjacent R 13 . or R 12 together with an 

adjacent R 14 . form a -CH=CH- or a -CH=C(C i-Cfi alkvl)- group: 

a and b are independently 0. 1 . 2 or 3. provided both are not zero: 
provided that when R 13 is -CH=CH- or -C(CH -Cr alkvl)=CH-. a is 1 : 
provided that when R 14 is -CH=CH- or -CfC^ -Cfi alkvn=CH-. b is 1 : 
provided that when a is 2 or 3. the R 13 's can be the same or different: and 
provided that when b is 2 or 3. the R 14 's can be the same or different: 
and when Q is a bond. R 1 also can be: 

R 15 R 17 r 15 R 15 

-M-Y d -C-Z h -, -X m -(C) s -Y n -(C) t -Z p - or -x r (C) v -Y k -S(O) 0 _ 2 -; 

R 16 R 18 R 16 Rie 

M is -Q-. -S-. -S(O)- or -S(Q)£-: 

X. Y and Z are independently selected from the group consisting of -CH9 -. 
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-CH(C i_-Cfi telkvl- and -Cfdi-fC i^Cfi telkvl); 

R 10 and R 1 1 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-CR telkvl, -OR 19 . -0(C0)R19. -0(COK)R 21 . -OfCHg Vufi OR 19 , 
-0(CO)NR1QR 2 0. -NR19r20. -NR 1 9(CO)R20. -NR19(C0)0R21 , 
-NR19(CO)NR20r25, -NR 1 9sQ9R 21 , -COOR 1 9, -CONR 1 9r20, -C0r19, 
-SO9NR19r20. S(Q) q. 9R 21 . -Q(CH9 >u ^-COOR 1 9, -O(CH 9)i-in CONRl9R20 i 
-fCi-C g alkvlene)-COORl9, -CH=CH-COOR 1 9, _CF 3 . -CN, -NO9 and halogen: 

R 15 and R 17 are independently selected from the group consisting of -OR 19 , 
-Q(CO)R 1 9, -Q(CO)OR 21 and -O(CO)NR 1 9r20 : 

R 16 and R 1 ^ are independently selected from the group consisting of H, 
(Ci-Cg )alkvl and arvl; or R 15 and R 1 6 together are =Q. or R 17 and R 18 together 
are =Q; 

d is 1. 2 or 3; 

h is 0. 1, 2, 3 or 4: 

s is 0 or 1 ; t is 0 or 1 ; m. n and p are independently 0-4; 
provided that at least one of s and t is 1 , and the sum of m, n. p, s and t is 1-6; 
provided that when p is 0 and t is 1, the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1 . the sum of m, t and n is 1-5; 
v is 0 or 1: 

i and k are independently 1-5, provided that the sum of L k and v is 1-5; 

R 15 

-X r (C) v -Y k -S(O) 0 . 2 - 
and when Q is a bond and R 1 is R^ , Ar 1 can also be 

pyridvl, isoxazolvl, furanvl. pyrrolvl. thienvl. imidazolvl. pyrazolvl. thiazolvl. pyrazinyl. 

pyrimidinyl or pyridazinvl; 

R 19 and R 2 Q are independently selected from the group consisting of H, 

(C^-Cfi )alkvl. arvl and arvl-substituted (C i^-Cfi )alkvl; 

R 21 is (C i^-Cfi )alkvL arvl or R24. su bstituted arvl; 
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R 22 i s H . (C i-Cfi )alkvl. arvl (Cj -Cfi telkvl. -C(Q)R19 or -COOR 1 9: 

R 2 3 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H. (C ihCfi )alkvl. (C i-Cfi )alkoxv. -COQH. NO?. 

-NR 19 R 20 . -OH and halooeno: and 

R25 is H. -OH or (C i-Cfi )alkoxv: and 

(h) Formula (IX): 



or a pharmaceutical^ acceptable salt or solvate thereof, wherein in Formula (IX): 

R 1 is selected from the group consisting of H. G. G 1 . G 2 . -SOaH and -PQsH: 

G is selected from the group consisting of: H. 




O 1 



Xr 2 
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wherein R. R a and R p are each independently selected from the group 

consisting of H. -OH. halo. -NH?. azido. (C i^-Cfi )alkoxv(C^ -Cg )alkoxv or -W-R30; 

W is independently selected from the group consisting of 

-NH-CfO)-. -O-CfOV. -0-C(0)-N(R31)-, -NH-C(OVN(R31)- and 
-Q-CrSVN(R31)-; 

R 2 and R 6 are each independently selected from the group consisting of H, 

(Ci-CR )alkvl. acetyl, arvl and aivlfC i-Cfi tolkvl: 

R 3 . r4, r5, r7, p3a an( j R4a are eac h independently selected from the 

group consisting of H. (C ^-Cfi telkvl. acetyl. arvKC i-Cfi telkvl. -CfO)(C i^-Cfi )alkvl and - 
C(0)arvl; 

r30 is independently selected from the group consisting of 

R32-substituted T. R32. su bstituted-T-(C i-Cfi telkvl. R32_ S ubstituted-(C2 -Cj. telkenvl, 
R32- S ubstituted-(C^ -CR )alkvl. R32- S ubstituted-(C 3 -C7tovcloalkvl and R32- 
su bstituted-(C 3 -C7 tovcloal kvl ( CH -Cr tel kvl : 



{W01 76270.1} 



-44- 



r31 is independently selected from the group consisting of H and (CH- 



Cj. )alkvl; 



T is independently selected from the group consisting of phenyl, furvl. thienvl. 

pyrrolvl. oxazolvl. isoxazolvl. thiazolvl. isothiazolyl, benzothiazolyl. thiadiazolvl. 
pyrazolvl. imidazolvl and pyridvl; 

R 32 j s independently selected from 1-3 substituents which are each 

independently selected from the group consisting of H, halo, (C ^ -C 4 )alkvl. -OH. 
phenoxv. -CF 3 . -NO?. (C i-C4 )alkoxv, methvlenedioxv. oxo. (C^ -Ca telkvlsulfanvl. 
(C^-C4 )alkvlsulfinvl. (C i-CA telkvlsulfonvl. -N(CH 3)? . -C(Q)-NH(C^ -C4 telkvl. -C(O)- 
N((C i[-C4 )alkvl)9. -C(OMC i-CA )alkvL -CfOHC i^Ca telkoxv and pvrrolidinvlcarbonvl: 

or R 32 is a covalent bond and R 31 , the nitrogen to which it is attached and R 32 form 
a pyrrolidine, piperidinvl. N-methvl-piperazinvl. indolinvl or morpholinyl group, or a 
(Ci^Ca telkoxvcarbonvl-substituted pyrrolidinvl. piperidinvl. N-methylpiperazinvl. 
indolinvl or morpholinyl group; 
G 1 is represented by the structure: 



wherein R 33 is independently selected from the group consisting of unsubstituted 
alkvl. R 34 -substituted alkvl. (R 35 )(R 36 )alkvk 




or 



H 2 N 
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R 34 is one to three substituents. each R 34 being independently selected from 
the group consisting of HOOC-. HO-. HS-. (Chh)S-. H?N-. (NH^KNmCfNHK 
(NH 7 )C(0)- and HOOCCH(NH^)CH ? SS-: 

R 35 is independently selected from the group consisting of H and NHg-; 

R 36 is independently selected from the group consisting of H. unsubstituted 
alkvl. R^-substituted alkvl. unsubstituted cvcloalkvl and R 34 -substituted cvcloalkvl; 

G 2 is represented by the structure: 



wherein R 37 and R 38 are each independently selected from the group consisting of 
(Ci-Cg)alkvl and arvl; 

R 26 is one to five substituents. each R 26 being independently selected from 
the group consisting of: 

a) Hi 

b) -OH: 

c) -OCH3; 

d) fluorine: 

e) chlorine: 

f) -O-G: 

g> -o-G 1 ; 

h) -O-G 2 : 

i) -SOgH: and 
D =PQ3H; 

provided that when R 1 is H. R 26 is not H. -OH. -OCH g or -O-G: 



37. 




38 



Ar 1 is arvl. R 10 -substituted arvl. heteroarvl or R ^-substituted heteroaryl: 
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Ar 2 is arvl. R 1 1 -substituted arvl. heteroarvl or R 1 1 -substituted heteroarvl: 



L is selected from the group consisting of: 

a) a covalent bond; 

b) -(CHA]-. wherein g is 1-6; 

c) -fCH ? WE-(CH?V. wherein E is -Q-. -C(OK phenvlene. -NR 22 - or 
-SfOW?-. e is 0-5 and r is 0-5. provided that the sum of e and r is 1-6; 

d) -(C?-C g )alkenvlene-; 

e) -(Cf-bW-fChby. wherein V is Cs-Cficvcloalkvlene. f is 1-5 and 
g is 0-5. provided that the sum of f and q is 1-6; and 

D 



R« f f f 
M— Y d — C— Zk XJS— (C) s — Y n — X— Zp— X) «?)v— Y k — S(0)o. 2 — 

R 16 ■ R 18 R 16 Or R 16 

wherein M is -Q-. -S-. -S(O)- or-S(O)?-: 

X. Y and Z are each independently selected from the group consisting of 

-CH?-. -CH(C r C g)alkvl- and -C(di-(C i-C fi )alkvn-: 

R 8 is selected from the group consisting of H and alkvl; 



RIO and R1 1 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
(Ci-Cfi )alkvl. -ORl9 -0(CO)Rl9, -0(C0)0R21 . -Q(CH 2)1-5 QR 19 - - 
O(CO)NR19r20. -NR19r20, -NR19(CO)r20, -NR19(C0)0R21 . 
-NR19(cO)NR20r25, -NR19sQ9R 21 . -C00R19, -CONR19r20, -CORl9, _ 

SO?NR19r20, S(Q)Q-2R 21 . -0(CH2)1-10-COOR19, -Q(CH£) i-in CONRl9R20, _ 

(Ci^-Cr alkvlene)-COOR 19 . -CH=CH-COOR 19 . -CF s . -CN. -NO? and halo; 

R 15 and R 17 are each independently selected from the group consisting of 
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-OR 19 . -OC(Q)R 19 . -OC(Q)OR 21 . - OC(Q)NR 19 R 20 : 

R 16 and R 18 are each independently selected from the group consisting of H, 

(Ci-Cgtelkvl and arvl; 

or R 15 and R 16 together are =Q. or R 17 and R 18 together are =Q: 

d is 1. 2 or 3; 

h is 0, 1, 2. 3 or 4; 

s is 0 or 1 ; 

t is 0 or 1; 

m. n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1 . and the sum of m, n. p. s and t is 1-6; 

provided that when p is 0 and t is 1 , the sum of m, n and p is 1-5; and provided that 
when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1 ; 

i and k are each independently 1-5, provided that the sum of L k and v is 1-5; 

Q is a bond, -(CH?Vp wherein g is 1-6 t on with the 3-position ring carbon of 

the azetidinone. forms the spiro group 

>f-(R 13 )a 

(R 14 )b— ' : 

wherein R 12 is 

ll II l „ I J 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or- + NO' ; 



R 13 and R 14 are each independently selected from the group consisting of 
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-CH9-. -CH(C i-Cg alkvIK -Cfdi-fC^ -Cfi ) alkvl). -CH=CH- and -CfC ^-Cfi alkvl)=CH-: 

or R 12 together with an adjacent R 13 . or R 12 together with an adjacent R 14 . form a - 
CH=CH- or a -CH=C(C i^-Cr alkvIV group; 

a and b are each independently 0. 1 . 2 or 3. provided both are not zero; 

provided that when R 13 is -CH=CH- or -CfC^ -Cfi alkvl)=CH-. a is 1 ; provided that 
when R 14 is -CH=CH- or -C(CH -Cfi alkvn=CH-. b is 1 ; provided that when a is 2 or 
3, the R 13 's can be the same or different; and provided that when b is 2 or 3. the 
R 14 's can be the same or different; 

and when Q is a bond and L is 



then Ar 1 can also be pyridvL isoxazolvl. furanvl. pyrrolvl. thienyl, imidazolvl. pyrazolyl. 
thiazolvL pyrazinyl, pyrimidinyl or pyridazinvl; 

R 19 and R 20 are each independently selected from the group consisting of H, 
(C^-Cfi telkvl. arvl and aryl-substituted (C i^-Cfi )alkvl; 

R 21 is (C i-Cfi telkvl, arvl or R 24 -substituted arvl; 

R 22 is H. (C^ -Cfi telkvl. arvl (C ^-Cfi )alkvl. -C(Q)R 19 or -COOR 19 ; 

R 23 and R 24 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of H t 
(C^-CR )alkvl. (C ^-Cfi telkoxv. -COOK NO ? . -NR1 9 R 2 0. -OH and halo; and 
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,16 



R 



R25 is H. -OH or (C i-Cfi telkoxv 



20. (Currently Amended) A therapeutic combination comprising: (a) a 
first amount of at least one sterol absorption inhibitor or a pharmaceutical^ 
acceptable salt or solvate thereof; and (b) a second amount of at least one 
antidemyelination agent, wherein the first amount and the second amount together 
comprise a therapeutically effective amount for the treatment or prevention of 
demyelination in a subject and wherein the at least one sterol absorption inhibitor is 
selected from the group consisting of sterol absorption inhibitors represented by the 
following Formulae: 



(a) Formula (I): 



R FT 

Ar 1 -X m -(C) q -Y n .(C) r -Z p 

'i 'a 
R R 



.Ar J 



■N 



\ 



Ar 2 



ID 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 

Ar and Ar are independently selected from the group consisting of arvl and 

4 

R -substituted arvl: 

3 5 
Ar is arvl or R -substituted arvl; 

X, Y and Z are independently selected from the group consisting of 
-CH9-, -CHdower alkvl)- and -C(dilower alkvl)-: 

2 6 

R and R are independently selected from the group consisting of -OR , 

-Q(CO)R 6 , -Q(CO)OR 9 and -Q(CO)NR 6 R 7 ; 

1 3 

R and R are independently selected from the group consisting of hydrogen, 
lower alkvl and arvl: 
g is 0 or 1: 
r is 0 or 1; 
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m. n and p are independently selected from 0. 1 . 2. 3 or 4; provided that at 
least one of q and r is 1 . and the sum of m. n. p. a and r is 1 . 2. 3. 4. 5 or 6; and 
provided that when p is 0 and r is 1 . the sum of m. g and n is 1 . 2. 3. 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkvl. -OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 . -OfCH^OR 6 . -0(CO)NR 6 R 7 , 
-NR 6 R 7 . -NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SO?R 9 . -COOR 6 . 
-CONR 6 R 7 . -COR 6 , -SO g NR 6 R 7 . S(Q)q o R 9 . -OfCHo^-COOR 6 . 
-OfCH g^. ^CONRV. -dower alkvlene)COOR 6 -CH=CH-COOR 6 . -CF 3 . -CN. 
-NO o and halogen; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 . -OrCl-U^OR 6 . -Q(CO)NR 6 R 7 . -NR 6 R 7 , 
-NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SO g R 9 . -COOR 6 . -CONrV. 
-COR 6 . -SO , NR 6 R 7 . SrO^R 9 . -OfChU V ^COOR 6 . -O^CH.^CONrV. 

6 6 

-dower alkvlene)COOR and -CH=CH-COOR : 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkvl. arvl and arvl-substituted lower alkvl; and 

g 

R is lower alkvl, arvl or arvl-substituted lower alkvl; 



(b) Formula (III): 



R 1 

Ar 1 -A-Yq-C-Z ps 



-N 



"Ar 2 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (III) above: 

1 3 

Ar is R -substituted arvl: 

2 4 

Ar is R -substituted arvl; 
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Ar is R -substituted aryl; 

Y and Z are independently selected from the group consisting of -ChU-, 
-CHflower alkvl)- and -Cfdilower alkyl)-; 

A is selected from -Q-. -S-, -S(O)- or -S(Q) o-; 

1 6 6 9 

R is selected from the group consisting of -OR . -Q(CO)R , -Q(CO)OR and 

6 7 2 

-Q(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkyl and 

1 2 

aryl; or R and R together are =Q; 
q is 1, 2 or 3; 
pis 0. 1.2. 3 or 4: 

5 

R is 1-3 substituents independently selected from the group consisting of 
-OR 6 -Q(CO)R 6 . -Q(CO)OR 9 . -OfCH .V ^OR 9 . -Q(CO)NR 6 R 7 . -NR 6 R 7 . -NR 6 (CO)R 7 . 
-NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SO g -lower alkvl. -NR 6 SO o -arvl. -CONR 6 R 7 . - 
COR 6 . -SQ 2 NR 6 R 7 . S(Q)o o -alkvl. S(Q)o o -arvl. -OfCH o ^-COOR 6 . -OrCH o)^ 

6 7 

1 0 CONR R . o-haloqeno. m-halogeno. o-lower alkvl. m-lower alkvl, -(lower alkylene)- 

COOR 6 . and 

-CH=CH-COOR 6 : 

3 4 

R and R are independently 1-3 substituents independently selected from the 

5 

group consisting of R . hydrogen, p-lower alkvl. arvl. -NQ 2 . -CF 3 and p-halogeno; 

6 7 8 

R . R and R are independently selected from the group consisting of 
hydrogen, lower alkvl. arvl and arvl-substituted lower alkvl; and 

9 

R is lower alkyl. aryl or arvl-substituted lower alkyl; 



(c) Formula (IV): 



>19 



Ar 1 -R 1 -Q. 



i!Y) 
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or a pharmaceuticallv acceptable salt thereof or a solvate thereof, wherein, in 
Formula (IV) above: 

2 2 

A is selected from the group consisting of R -substituted heterocvcloalkvl, R - 

2 2 

substituted heteroarvl. R -substituted benzofused heterocvcloalkvl. and R - 
substituted benzofused heteroaryl; 

1 3 

Ar is aryl or R -substituted aryl; 

2 4 

Ar is aryl or R -substituted aryl; 
Q is a bond or. with the 3-position ring carbon of the azetidinone. forms the 

"Rf— (R 6 )a 
/ R 7J | 

spiro group v ,b : and 

R 1 is selected from the group consisting of: 

-(CH 2 ) g -, wherein g is 2-6. provided that when Q forms a spiro ring, g 

can also be zero or 1 ; 

-(CH o ) £ -G-(CH o V. wherein G is -Q-, -C(OK phenvlene. -NR 8 - or 
-S(Q)q o. . e is 0-5 and r is 0-5. provided that the sum of e and r is 1-6; 

-(C 2 -C 6 alkenvlene)-; and 

-(CH 2 yV-(CH 2 ) g -. wherein V is C^ -C g cvcloalkylene. f is 1-5 and g is 0- 

5. provided that the sum of f and g is 1-6; 

5 

R is selected from: 

II II I I I 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 9 )-,-N-, or- + NO" ; 

6 7 

R and R are independently selected from the group consisting of 
-CH 2 -, -ChKCy C g alkvIK -C(di-fC r C fi ) alkvl). -CH=CH- and 

5 6 5 

-C(C r C 6 alkvl)=CH-; or R together with an adjacent R , or R together with an 

adjacent R 7 . form a -CH=CH- or a I CHfC(C 1I Cg alkvl)- group; 

a and b are independently 0. 1 . 2 or 3. provided both are not zero: provided 
that when R 6 is -CH=CH- or -OfC^-Cg alkvl)=CH-. a is 1 ; provided that when R 7 is 
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-CH=CH- or -C(C .,-C g alkvl)=CH-. b is 1 ; provided that when a is 2 or 3. the R 's can 

be the same or different; and provided that when b is 2 or 3, the R 7 's can be the 
same or different: 

and when Q is a bond. R also can be selected from: 

Rio R 12 R 10 R 10 

-M-Y d -C-Z h -, -X m -(C) s -Y n -(C) t -Zp- or - Xj -(C) v -Y k -S(0)o. 2 -; 

R 11 R 13 R 11 R^ 

where M is -Q-. -S-. -S(O)- or -S(Q) g -: 

X, Y and Z are independently selected from the group consisting of 
-CH g -. -CI-KCy C e alkvh- and -C(di-(C .,-C g) alkvl): 

R 1 ° and R 12 are independently selected from the group consisting of 
-OR 14 . -Q(CO)R 14 . -0(CO)OR 16 and -Q(CO)NR 14 R 15 ; 

11 13 

R and R are independently selected from the group consisting of 
hydrogen. (C ^C ^alkvl and arvl: or R 1 ° and R 11 together are =Q. or R 12 and R 13 
together are =Q; 

d is 1. 2 or 3; 

h is 0. 1. 2. 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; provided that at 
least one of s and t is 1. and the sum of m, n t p, s and t is 1-6; provided that when p 
is 0 and t is 1 , the sum of m, s and n is 1-5; and provided that when p is 0 and s is 1 , 
the sum of m, t and n is 1-5; 

v is 0 or 1; 

i and k are independently 1-5, provided that the sum of i, k and v is 1-5; 

2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen. (C ^C ^alkvl, (C o-C ^alkenvL (C o-C ^^alkvnvL 

17 17 

(C g-C^cvcloalkvl, (C^-Cgtovcloalkenvl. R -substituted arvl. R -substituted benzyl. 

17 17 14 15 

R -substituted benzvloxv. R -substituted arvloxv. halogeno. -NR R , 
NR U R 15 (C r C fi alkvleneK NR 14 R 15 C(Q)(C r C g alkvlene)-.-NHC(Q)R 16 . 
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OH. C r C g alkoxv, -OCfCOR 16 -COR 14 . hvdroxv(C 1 -C £ )alkvl. (C i-C gtelkoxyrC .,- 
C a )alkvl. NO o . -S(O^R 16 . -SO g NR 14 R 15 and -^ -C g alkvlene)COOR U ; when R 2 is a 

substituent on a heterocvcloalkvl ring. R is as defined, or is =Q or o' ; 

2 

and, where R is a substituent on a substitutable ring nitrogen, it is hydrogen. 
(Cj-C gtelkvl. arv'- fC^C^alkoxv. arvloxv. (C -i -Cgtelkvlcarbonvl. arvlcarbonvl. hydroxy. 

-(CHo ^CONR^R 18 . 

1 

wherein J is -Q-. -NH-. -NR 18 - or -CHU -: 

3 4 

R and R are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^ C gtelkvl. 

-OR 14 . -Q(CO)R 14 . -Q(CO)OR 16 . -O^CH^OR 14 . -Q(CO)NR 14 R 15 . -NR 14 R 15 

-NR 14 (CO)R 15 . -NR 14 (CO)OR 16 . -NR 14 (CO)NR 15 R 19 . -NR^SOgR 16 . -COOR 14 . 

-CONR 14 R 15 . -COR 14 . -SO£NR 14 R 15 . S(Oy , R 16 . -P^hU^-COOR 14 . 

-OfCH .y ^CONR^R 15 . -fC .,-C 6 alkvlene)-COOR U -CH=CH-COOR 14 . -CF a . -CN. - 
NQ 2 and halogen; 

R 8 is hydrogen. (C .|-C g)alkvl. arvl (C .,-C g)alkvl. -C(Q)R 14 or -COOR 14 : 

9 17 

R and R are independently 1-3 groups independently selected from the 
group consisting of hydrogen, (C 1 -C 6 )alkvL (C 1 -Cg)alkoxy l -COOH, NO o, 

-NR 14 R 15 . OH and halogeno: 

14 15 

R and R are independently selected from the group consisting of 
hydrogen, (C 1 -C g)alkyl, arvl and aryl-substituted (C^C^alkvl; 

16 17 

R is (C 1 -C 6 )alkvL arvl or R -substituted arvl; 

18 

R is hydrogen or (C 1 -C 6 )alkvl; and 

19 

R is hydrogen, hydroxy or (C 1 ^ g )alkoxv; 
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(d) Formula (V): 
R 

ArV JC) q ^ S(Q) r . Ar2 

Xm R 1 Yn JX 
O >r 3 (V) 

or a pharmaceuticallv acceptable salt thereof or a solvate thereof, wherein, in 

Formula (V) above: 

Ar 1 is arvl. R 1 °- S ubstituted arvl or heteroarvl: 

2 4 

Ar is arvl or R -substituted arvl; 

3 5 

Ar is arvl or R -substituted arvl; 

X and Y are independently selected from the group consisting of -CHU-, 
-CHdower alkvl)- and -C(dilower alkvl)-; 

R is -OR 6 . -Q(CO)R 6 -Q(CO)OR 9 or -Q(CO)NR 6 R 7 ; R 1 is hydrogen, lower 

alkvl or arvl; or R and R 1 together are =Q; 
g is 0 or 1 ; 
r is 0. 1 or 2; 

m and n are independently 0,1,2,3,4 or 5; provided that the sum of m, n 
and g is 1. 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkvl. -OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 . -OfCH^OR 6 . -Q(CO)NR 6 R 7 . 
-NR 6 R 7 , -NR 6 (CO)R 7 . -NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 SO?R 9 . -COOR 6 . 
-CONR 6 R 7 . -COR 6 . -SO . NrV. SfO)g o R 9 . -OfCH .y ^-COOR 6 
-0(CH 2 ) :L1 £ CONR 6 R 7 . -dower alkvlene)COOR 6 and -CH=CH-COOR 6 ; 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 . -OfCH oY ^OR 6 . -Q(CO)NR 6 R 7 . -NR 6 R ? . -NR 6 (CO)R 7 . 
-NR 6 (CO)OR 9 . -NR 6 (CO)NR 7 R 8 . -NR 6 S0 2 R 9 . -COOR 6 . -CONR 6 R 7 . -COR 6 . - 
SO g NR 6 R 7 . S(Q)q o R 9 . -OfCH o ^-COOR 6 . -OfCH oV ^CONRV. -CF^. -CN. -NO .. 
halogen. 
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-dower alkvlene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

R . R and R are independently selected from the group consisting of 
hydrogen, lower alkvl. aryl and aryl-substituted lower alkvl; 

R 9 is lower alkvl. arvl or arvl-substituted lower alkvl: and 

R 1 ° is 1-5 substituents independently selected from the group consisting of 

lower alkvl. -OR 6 . -Q(CO)R 6 . -Q(CO)OR 9 -OfChU^OR 6 . -Q(CO)NR 6 R 7 . 

-nr 6 r 7 . -nr 6 (co)r 7 . -nr 6 (co)or 9 . -nr 6 (co)nr 7 r 8 . -nr 6 so 2 r 9 . -coor 6 . 

-CONR 6 R 7 . -COR 6 . -SO,NR 6 R 7 . -S(Q)q , R 9 . -OrCH.^-COOR 6 . 
-OfCH .^ 1 0 CONR 6 R 7 . -CF ? . -CN. -NQ 2 and halogen: 



(e) Formula (VI): 



R 4 

X R-(R 2 )v A / R20 
(R 3 )u- 



° ^21 (VI) 

or a pharmaceutical! v acceptable salt thereof or a solvate thereof, wherein: 
B-l-is 

-CH-, -Cflower alkyl)-, -CF-, -C(OH)-, -C(C 6 H 5 )-, -C(C 6 H 4 -R 15 )-, 

1 1 
- ISh or -N O" ; 



R? and R a are independently selected from the group consisting of: 
-CH9-. -CHdower alkvl)-. -C(di-lower alkvl)-. -CH=CH- and -Cdower alkvl)=CH-: or 
Ri^ together with an adjacent R?. or Ri^ together with an adjacent R a . form a 
-CH=CH- or a -CH=C(lower alkvl)- group: 

u and v are independently 0. 1 . 2 or 3. provided both are not zero: provided 
that when R9 is -CH=CH- or -Cdower alkvl)=CH-. v is 1 : provided that when R 3 is 
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-CH=CH- or -Cflower alkvl)=CH-. u is 1 ; provided that when v is 2 or 3, the R9's can 
be the same or different; and provided that when u is 2 or 3. the R r Vs can be the 
same or different; 

Rd is selected from B-(CH9 )m C(OK wherein m is 0. 1 . 2, 3. 4 or 5; 
B-(CH9 )j j-. wherein q is 0. 1 , 2, 3. 4. 5 or 6; 

B-(CH9 )g -Z-(CH9 ) r . wherein Z is -Q-. -C(OK phenvlene. -N(R ft )- or -SfOV ug-. e is 

0. 1 , 2. 3. 4 or 5 and r is 0. 1 . 2. 3. 4 or 5. provided that the sum of e and r is 0, 1,2, 
3, 4 t 5 or 6; 

B-(C ?-Cg alkenvlene)-; 
B-(C 4-Cr alkadienvlene)-; 

B-( C H 9 )t-Z-( C9-Cfi alkenvlene)-. wherein Z is as defined above, and wherein t is 0 t 

1 , 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenvlene chain is 2, 3, 4, 5 or 6; 

B-(CH9 ) fA/-(CH9 )g -. wherein V is C a-Cg cvcloalkvlene. f is 1 . 2, 3. 4 or 5 and g is 0, 

1 , 2, 3, 4 or 5. provided that the sum of f and q is 1 . 2. 3. 4. 5 or 6; 
B-(CH9 ) t-V-(C9 -Cfi alkenvlene)- or 

B-(C 9-C g alkenvlene)-V-(CH 9) t-. wherein V and t are as defined above, provided 
that the sum oft and the number of carbon atoms in the alkenvlene chain is 2. 3, 4 t 5 
or 6; 

B-(C H 9 )a-Z-(CH9 )h-V-( C H 9 Vk wherein Z and V are as defined above and a, b and 
d are independently 0.1.2. 3, 4. 5 or 6. provided that the sum of a, b and d is 0, 1 , 2, 
3. 4. 5 or 6; or T-(CH?)s-. wherein T is cvcloalkvl of 3-6 carbon atoms and s is 0. 1 , 

2, 3, 4. 5 or 6; or 

l 

and FU together form the group B-CH=C- ; 
B is selected from indanvl. indenvl. naphthvl. tetrahvdronaphthvl. heteroarvl or 
W-substituted heteroarvl. wherein heteroaryl is selected from the group consisting of 
pyrrolvl, pyridinyl, pyrimidinvl, pyrazinyl, triazinyl. imidazolvl. thiazolvl. pyrazolvl. 
thienvl. oxazolvl and furanvl. and for nitrogen-containing heteroarvls. the N-oxides 
thereof, or 
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W is 1 to 3 substituents independently selected from the group consisting of 

lower alkvl. hydroxy lower alkvl. lower alkoxv. alkoxvalkvl. alkoxvalkoxv. 

alkoxvcarbonvlalkoxv. (lower alkoxviminoVlower alkvl. lower alkanediovl, lower alkvl 

lower alkanediovl. allvloxv. -CF 3 . -OCF 3 . benzyl. R 7 -benzvl. benzvloxv. 

R7 -benzvloxv. phenoxv. R 7 -ohenoxv. dioxolanvl. NQ2--N(R » )(R q ). N(R ft)(Ro Vlower 

alkvlene-. N(R ft )(R o Vlower alkvlenvloxv-. OH. haloaeno. -CN. -N 3 . -NHC(Q)OR in. 

-NHC(Q)R in. R1J Q9SNH-. (R iiQp SteN-. -SfOteNH?. -S(Q) n-?Rft . tert- 

butvldimethvl-silvloxvmethvl. -C(Q)R i £. -COOR iq . -CON(R « )(R q). - 

CH=CHC(Q)R i 9. -lower alkvlene-C(Q)R i9. Rin CfOMIower alkvlenvloxvK 

/ — v 
- CH 2 - N R13 

N(R « )(R Q )C(Q)(lower alkvlenvloxv)- and N — ' for substitution on ring 

carbon atoms. 

and the substituents on the substituted heteroarvl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkvl. lower alkoxv. -C(Q)OR in. 
-C(Q)R in . OH. N(R R )(R g )-lower alkvlene-.N(R fi )(RgVlower alkvlenvloxv-. - 
S(OV?NH£ and 2-(trimethvlsilvD-ethoxvmethvl: 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkvl. lower alkoxv. -COOH. NO?. -N(R « )(R q ). OH. and halooeno: 

Ra and R q are independently selected from H or lower alkvl: 

RjQ is selected from lower alkvl. phenyl. R 7 -phenvl. benzyl or R 7 -benzvl; 

R11 is selected from OH. lower alkvl. phenyl, benzyl. R 7 -phenvl or R 7 -benzvl; 

R 12 is selected from H. OH. alkoxv. phenoxv. benzvloxv. 

v — ' . -N(R a XR Q ). lower alkvl. phenyl or R 7 -phenvl; 
R1 3 is selected from -Q-. -CH?-. -NH-. -Nflower alkvl)- or -NC(Q)R i g; 
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Rj 5, Rifi and R 17 are independently selected from the group consisting of H 
and the groups defined for W: or R ifi is hydrogen and R ifi and R 17 . together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R 19 is H, lower alkyl, phenyl or phenyl lower alkvl; and 

R 2Q and R91 are independently selected from the group consisting of phenyl, 
W-substituted phenyl. naphthyl, W-substituted naphthyl. indanvl, indenyl, 
tetrahvdronaphthvL benzodioxolvl, heteroarvl. W-substituted heteroarvl, benzofused 
heteroarvl. W-substituted benzofused heteroarvl and cvclopropyl, wherein heteroaryl 
is as defined above; 

(f) Formula (VI I A) or (VI IB): 



B 



R 



A 



B' — D- 




•N. 



R4 



(VI I A) 



or 



B 



R 



A 



E- 




(VI IB) 



or a pharmaceutical^ acceptable salt or solvate thereof. 



wherein: 



A is -CH=CH-. -C=C- or -(CH ^)^ - wherein p is 0. 1 or 2; 



B is 
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B' is 




D is -(CH 9)m C(Q)- or -(CH? V j- wherein m is 1 . 2. 3 or 4 and a is 2. 3 or 4: 

E is C in to C 9n alkvl or -C(OHC q to C iQ )-alkvl. wherein the alkvl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen. C i^C is alkvl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH? ) r -. wherein r is 0, 1.2. or 3; 

R^, R?. Rs. Rr . R£\ and R v are independently selected from the group 
consisting of hydrogen, lower alkvl. lower alkoxv. carboxv, NO?. NHg. OH, halogeno, 
lower alkvlamino. dilower alkvlamino, -NHC(Q)OR fi , R r OpSNH- and -SfOteNH? ; 

R4JS 



wherein n is 0. 1 , 2 or 3; 

Rfi is lower alkvl; and 

Rr is OH. lower alkvl. phenyl, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkvl. lower alkoxv. carboxv. NO ? , NH?, OH. halogeno. lower alkvlamino and 
dilower alkvlamino; 

(a) Formula (VIII): 
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MID 

or a pharmaceuticallv acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above. 

R26 is H or OG 1 : 

G and G 1 are independently selected from the group consisting of 

OJ^OR 4 9^o R 4 o-Y OR7 
H -<^)-ilOR 3 , _^\...| 0 r3 , -CH 2 -^A''lOR 5 
~\o 2 R 2 <DH 2 OR 6 qr3 OR 4 

OR 3a 
R43Q, I ,R 



and 9 R3 o^O^C^R- ; 



R A 0/if^Y provided that when R 26 is H or 



OH. G is not H: 

R. R a and R D are independently selected from the group consisting of H. -OH. 

halogeno. -NH 9 . azido. (C i-Cfi )alkoxv(C i-Cfi )-alkoxv or -W-R 30 ; 

W is independently selected from the group consisting of -NH-C(O)-. -O-C(O)- 

. -Q-C(Q)-N(r31)-. -NH-C(0)-N(R31)- and -0-C(S)-N(R31)-; 

R 2 and R fi are independently selected from the group consisting of H. 

(Ci-Cfi )alkvl. arvl and ai-vl(C i-Cfi )alkvl: 

R 3 . r4, r5, r7 R3a anc | R4a are independently selected from the group 

consisting of H. (C ^-Cf Oalkvl. arvKC^ -Cfi telkvl. -CfOKC^ -Cfi telkvl and 
-CfOtervl: 

r30 i s selected from the group consisting of R32-substituted T. 
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R32. S ubstituted-T-(C ^Cfi )alkvL R 32 -substituted-(C£ -C4 telkenvl. 
R 32 -substituted-(C i^-Cfi )alkvL R 32 -substituted-(C 3 -C7tovcloalkvl and 
R32. S ubstituted-(C^-C7)cvcloalkvl(C i^-Cfi )alkvl; 

R 31 is selected from the group consisting of H and (C i^Ca telkvl; 

T is selected from the group consisting of phenyl furvl. thienvl. pyrrolvl. 

oxazolvl, isoxazolvl. thiazolvl, iosthiazolvl. benzothiazolvl. thiadiazolvl. pyrazolvl. 
imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents independently selected 

from the group consisting of halogeno. (C ^-C4 )alkvl. -OH, phenoxv, 
-CF s . -NO?, (C i^C4 )alkoxv. methvlenedioxv. oxo. (C i^Ca telkvlsulfanvl. 
(Ci-CA )alkvlsulfinvl. (C i^Ca telkvlsulfonvl. -N(CH 3)? . -CfOl-NHfC i^Ca telkvl, 
-C(Q)-N((C^ C4 )alkvn9. -C(OHC i^C4 )alkvl. -CfOHC^ -Ca telkoxv and 
pyrrolidinvlcarbonyl: or R 32 is a covalent bond and R 31 , the nitrogen to which it is 
attached and R 32 form a pyrrolidine, piperidinvl. N-methyl-piperazinyl. indolinyl or 
morpholinvl group, or a (C^ -C4. )alkoxvcarbonvl-substituted pyrrolidine, piperidinvl. 
N-methylpiperazinyl. indolinyl or morpholinvl group; 
Ar 1 is arvl or R 1 Q-substituted arvl; 

Ar 2 is aryl or R 1 1 -substituted aryl; 
Q is a bond on with the 3-position ring carbon of the azetidinone, 



R 1 is selected from the group consisting of 

-(Chb V p, wherein g is 2-6. provided that when Q forms a spiro ring, g 

can also be zero or 1 ; 




-(CHpWE-fCH? ) ^. wherein E is -Q-. -C(OK phenvlene. -NR 22 - or 



-S(Q)o-2-. e is 0-5 and r is 0-5. provided that the sum of e and r is 1-6; 
-(C9 -Cfi )alkenvlene-; and 
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-(CH? ) f-V-(CH2 V i-- wherein V is C a-Cfi cvcloalkvlene. f is 1-5 and q is 

0-5. provided that the sum of f and q is 1-6; 
Rl2 is 

II II i 9 ~ I + l 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or - + NCr ; 

R 13 and R 14 are independently selected from the group consisting of -CH ?-. 
-CHrC i^-Cfi alkvl)-. -C(di-(C i^-Cfi ) alkvH. -CH=CH- and 

-C(Ci-Cfi alkvl)=CH-: or R 12 together with an adjacent R 1 3 . or R 12 together with an 

adjacent R 14 . form a -CH=CH- or a -CH=C(C i-Cfi alkvl)- group; 

a and b are independently 0. 1 . 2 or 3. provided both are not zero: 
provided that when R 13 is -CH=CH- or -C(C i-Cr alkvl)=CH-. a is 1 : 
provided that when R 14 is -CH=CH- or -C(C i-Cr alkvl)=CH-. b is 1 : 
provided that when a is 2 or 3. the R 13 's can be the same or different; and 
provided that when b is 2 or 3, the R^ 4 's can be the same or different; 
and when Q is a bond. R 1 also can be: 

R 15 R 17 R 15 R 15 

HVI-Y d -C-Z h -, -X m -(C) s -Y n -(C) t -Z p - or -x r (C) v -Y k -S(0)o_ 2 -; 

R 16 R 18 R16 Rl6 

M is -Q-. -S-. -SfO)- or -S(Q)9 -; 

X. Y and Z are independently selected from the group consisting of -CH9-. 
-CH(C i -Cg telkvl- and -C(di-(C i-Cfi )alkvl); 

R 10 and R 1 1 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(C^-Cfi telkvl. -ORIS -0(C0)R19. -0(CO)OR 2 1. -0(CH9 Vufi ORl9, 

-O(CO)NR19r 2 0. -NR19r 2 0. -NR19(CO)R 2 0. -NR19(C0K)R 21 . 
-NR19(CO)NR 2 0r 2 5. -NR19sQ£R 2 1. -COOR19, -CONRl9 R 2rj -COR19, 
-SO9NR19r20. S(0)n-9R 2 1. -Q(CH 9Vt-/tn -COORl9, -Q(CH 9Vl£in CONRl9R20 t 
-(Ci-Cr alkvlene)-COOR 1 9. -CH=CH-COORl9, . C F 3 . -CN. -NO 9 and halogen: 
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R 1 5 and R 17 are independently selected from the group consisting of -OR 19 . 
-0(C0)R19. -0(CO)OR 21 and -0(CO)NR1 9 R 2 0; 

R 16 and R 18 are independently selected from the group consisting of H. 
(CH-Cfi telkvl and arvl: or R 15 and R 1 6 together are =Q. or R 17 and R 1 8 together 
are =Q; 

d is 1 . 2 or 3: 

h is 0. 1. 2. 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m. n and p are independently 0-4; 
provided that at least one of s and t is 1 . and the sum of m. n. p. s and t is 1-6: 
provided that when p is 0 and t is 1. the sum of m. s and n is 1-5: and 
provided that when p is 0 and s is 1 . the sum of m. t and n is 1-5: 
v is 0 or 1 : 

i and k are independently 1-5. provided that the sum of i. k and v is 1-5: 

R 15 

-X r (C) v -Y k -S(O) 0 _ 2 - 
and when Q is a bond and R 1 is R^f . Ar 1 can also be 

pyridvl. isoxazolvl. furanvl. pyrrolyl. thienvl. imidazolvl, pyrazolvl. thiazolvl. pyrazinvl. 

pyrimidinyl or pyridazinyl; 

R 19 and R 20 are independently selected from the group consisting of H. 

(Ci-Cfi )alkvl, arvl and aryl-substituted (C^ -Cfi )alkyl; 

R 21 is (C i-CR )alkvl. arvl or R 24 -substituted arvl: 

R 22 is H. (C^ -Cfi telkvl. arvl (C i-Cfi telkvl. -C(Q)R 19 or-COOR'' 9 : 

R 23 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H. (C i-Cfi )alkvl. (C i-Cfi telkoxv. -COOH. NO?. 

-NRl 9 R 2 0. -OH and halooeno: and 

R 25 is H. -OH or (C i-Cfi )alkoxv: and 

(h) Formula (IX): 
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or a pharmaceuticallv acceptable salt or solvate thereof, wherein in Formula (IX): 

R 1 is selected from the group consisting of H. G, G 1 . G 2 , -SO s H and -PChH; 

G is selected from the group consisting of: H. 




wherein R, R a and Rb are each independently selected from the group 

consisting of H. -OH, halo, -NHs>, azido, (C i^-Cfi )alkoxv(C ^-CR )alkoxv or -W-R 30 : 

W is independently selected from the group consisting of 

-NH-C(O)-. -0-C(OV. -Q-C(Q)-N(R31k -NH-C(0)-N(R 31 )- and 
-0-C(S)-N(R31)-: 
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R2 and R6 are each independently selected from the group consisting of H. 
(Ci-Cf Oalkvl. acetyl, arvl and aivl(C i-Cfi )alkvl: 

R 3 . R 4 . R 5 . R 7 . R 3a and R 4a are each independently selected from the 

group consisting of H, (C i^-Cfi telkvl. acetyl. aiylfC^ -Cfi telkvl. -C(Q)(C i-Cfi )alkvl and - 
CfOtervl: 

R 30 is independently selected from the group consisting of 

R 32 -substituted T. R 32 -substituted-T-(C i^-Cfi )alkvl. R 32 -substituted-(C2 -C4 )alkenvl, 
R 32 -substituted-(C^ Cfi )alkvl. R 32 -substituted-(C^-C7)cvcloalkvl and R 32 - 
substituted-(C^C7)cvcloalkvl(C i^-Cfi )alkvl; 

R 31 is independently selected from the group consisting of H and (Ch- 

C4 )alkvl; 

T is independently selected from the group consisting of phenyl. furvl. thienvl. 

pyrrolvl. oxazolvl, isoxazolvl. thiazolvl. isothiazolvl. benzothiazolvl. thiadiazolvl. 
pyrazolyl, imidazolvl and pyridvl; 

R 32 is independently selected from 1-3 substituents which are each 

independently selected from the group consisting of H. halo, (C i -C 4 )alkvl. -OH. 
phenoxv, -CF 3 . -NO?. (CH -C4 )alkoxv. methvlenedioxv. oxo, (C i^Ca telkvlsulfanvl. 
(C^-Cj. )alkvlsulfinvl. (C ^-Ca telkvlsulfonvl. -N(CH a)9 - -CfOlNHfC i^-CA telkvl. -C(O)- 
NffC i^Cji telkvl) ? . -CfOHC^ -Ca telkvl. -CfOHC i^Ca telkoxv and pyrrolidinvlcarbonvl; 

or R 32 is a covalent bond and R 31 . the nitrogen to which it is attached and R 32 form 
a pyrrolidine, piperidinvl. N-methvl-piperazinvl. indolinvl or morpholinvl group, or a 
(Ci^Ca telkoxvcarbonvl-substituted pyrrolidinvl. piperidinvl. N-methvlpiperazinyl. 
indolinvl or morpholinvl group; 
G 1 is represented by the structure: 
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R 3 is one to three substituents. each R 3 being independently selected from 
the group consisting of HOOC-. HO-. HS-. (Chh)S-. H?N~. (NH9)(NH)C(NHK 
(NHsOCfOl and HOOCCHfNH^CH^SS-: 

R 35 is independently selected from the group consisting of H and NH?-; 

R 36 is independently selected from the group consisting of H, unsubstituted 
alkyl, R 34 -substituted alkyl, unsubstituted cvcloalkvl and R^-substituted cvcloalkvl; 



G 2 is represented by the structure: 

R 37 CL 



CH R 38 



wherein R 37 and R 38 are each independently selected from the group consisting of 
(Ci-Cg)alkvl and arvl: 

R 26 is one to five substituents, each R 26 being independently selected from 
the group consisting of: 

a) bL 

b) -OH: 

c) -OCH3; 

d) fluorine: 

{W0176270.1} - 68 - 



e) 


chlorine: 


f) 


-O-G; 


q) 


-O-G 1 : 


h) 


-O-G 2 : 


i) 


-SChH; and 


i) 


-PO*H: 



provided that when R 1 is H. R 26 is not H. -OH, -OCHg or -O-G; 

Ar 1 is arvL R 10 -substituted aryl. heteroaryl or R 10 -substituted heteroaryl; 

Ar 2 is arvl, R 1 1 -substituted arvl, heteroaryl or R 1 1 -substituted heteroarvl: 

L is selected from the group consisting of: 

a) a covalent bond; 

b) -(CH?) 0 -, wherein g is 1-6; 

c) -(CH?)g-E-(CHg) r . wherein E is -Q-. -C(O)-, phenvlene, -NR 22 - or 
-S(Q) n- g-. e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

d) -(C r Cfi)alkenvlene-; 

e) -(CHgVV-fCHg)^-, wherein V is C s-C gcvcloalkvlene, f is 1-5 and 
g is 0-5, provided that the sum of f and g is 1-6; and 

0 



-,15 



R R y 

«?),— Y n (C)— Z5 XI «?). 

Il8 I16 ° r R 1 



-M Y d C Zh >C; — (?) s Y n tOU Z 5 *J (9>v Yk S(0) 0 . 2 - 

I16 



wherein M is -Q-. -S-. -S(OV or -S(O)?-; 

X. Y and Z are each independently selected from the group consisting of 

-Chb-. -CH(Ci-C fi )alkvl- and -C(di-(Ci-Cgtelkvl)-; 



{W0176270.1} 



-69- 



R 8 is selected from the group consisting of H and alkyl; 

R 1 0 and R 1 1 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
(Cj^ gMM -OR 19 . -0(C0)R19 -0(C0)0R21, -Q(CH9)1-50R 19 , - 
O(CO)NR19r20, -NR19r20. -NR19(CO)R20, -NR19(C0)0R 21 , 
-NR19(CO)NR20r25, -NR19sQ9R 21 , -COOR19, -CONR19R20, -CORl9, - 
SO9NR19r20 < S(Q)Q-2R 21 . -0(CH 2 )1-1Q-C00R19, -O(CH9)1-1QCONR19r20, , 
(C^-Cr alkvlene)-COOR 1 9. -CH=CH-COOR 1 9, -CF s , -CN, -NO9 and halo: 

R 15 and R 17 are each independently selected from the group consisting of 
-OR 19 . -OC(Q)R 19 . -OC(Q)OR 21 . - OC(Q)NR 19 R 20 ; 

R 16 and R 18 are each independently selected from the group consisting of H, 

(C i-Cg)alkyl and aryl; 

or R 15 and R 16 together are =Q, or R 17 and R 18 together are =Q: 

d is 1, 2 or 3: 

h is 0, 1, 2, 3 or 4: 

s is 0 or 1; 

t is 0 or 1 ; 

m, n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1 , and the sum of m. n. p. s and t is 1-6; 

provided that when p is 0 and t is 1 , the sum of m, n and p is 1-5: and provided that 
when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1; 

i and k are each independently 1-5, provided that the sum of i, k and v is 1-5; 
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Q is a bond, -(CH?Vp wherein q is 1-6, or. with the 3-position ring carbon of 

the azetidinone. forms the spiro group 

N R 1 f"(R 13 )a 
(R 14 } I_| 



wherein R 12 is 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or- + NO" ; 



R 13 and R 14 are each independently selected from the group consisting of 
-CH 9 -. -CH(C ^-Cfi alkvlK -CfdKC^ -Cfi ) alkyl), -CH=CH- and -C(C i^-C g alkvl)=CH-; 

or R 12 together with an adjacent R 13 , or r12 together with an adjacent R 14 , form a - 
CH=CH- or a -CH=C(C i^-Cr alkyl)- group; 

a and b are each independently 0. 1 . 2 or 3. provided both are not zero; 

provided that when R 13 is -CH=CH- or -CfCH -C g alkvl)=CH-, a is 1 ; provided that 
when R 14 is -CH=CH- or -C(C i^-Cr alkvO=CH-, b is 1 ; provided that when a is 2 or 
3, the R 13 's can be the same or different; and provided that when b is 2 or 3, the 
R 14 's can be the same or different; 



and when Q is a bond and L is 



-Xj (C) v Y k S(O) 0 .2 — 

Il6 



then Ar 1 can also be pyridvl, isoxazolvl, furanyl, pyrrolvl. thienvl, imidazolvl. pyrazolvl, 
thiazolvl, pyrazinvl. pyrimidinvl or pyridazinyl; 
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R 19 and R 20 are each independently selected from the group consisting of H. 
(Ci-Cfi )alkvl. aryl and aryl-substituted (C i-C g)alkvl: 

R 21 is (C i^-Cfi )alkvl. arvl or R 24 -substituted arvl; 

R 22 is H. (C i^-CR )alkvl. aryl (C i-Cfi telkvl. -C(Q)R19 or-COORl9; 

R 23 and R 24 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of H. 

(Ci-Cfi )alkvl. (C i^-CR )alkoxv. -COOH. NO?. -NR 1 9r 2 0. -OH and halo: and 
R 2 5 is H, -OH or (C i-Cfi )alkoxv. 
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